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3 uses for 


DESITINointment 


by colostomy patients 


**In case of skin irritation around the colostomy’”’ Desitin Ointment ‘‘under 
the dressing would be effective.”’ 


‘to prevent possible stricture of the stoma at skin level’’ the patient 
should be taught to insert a gloved finger covered with Desitin Ointment. 


The catheter used for irrigations ‘‘may be lubricated’’ with Desitin 
Ointment. 


After ileostomy and colostomy Desitin 
Ointment affords persistent soothing, lub- 
ricant and healing properties in helping 
prevent, and clear up skin excoriation. 
Tubes of 1 oz., 2 oz., 4 oz., and 1 Ib. jars. 


WHY NOT REQUEST SAMPLES? 


\DESITIN cHEMICAL COMPANY 
812 Branch Ave., Providence 4, R. I. 


1. Breidenbach, L., and Secor, S. M.: Proper Handling of 
the Colostomy Patient, Amer. J. Surg. 93:50, 1957. 
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Metamucil does 


In constipation, Metamucil produces SOFT, easy stools and stimulates gentle 
peristalsis. By adsorbing and retaining water within the stool Metamucil pre- 
vents hard feces from forming. And it adds to the intestinal residue a soft, 
plastic bulk which STIMULATES the normal reflex activity of peristalsis. 


Metamucil is a brand of psyllium hydrophilic mucilloid with dextrose. aed 
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To simplify your management of ulcer and 
other g.i. disorders 


...@ potent, long-acting anticholinergic drug requiring administration only 
twice daily’’—Cayer' 


Cayer and associates' reported 90% good to excellent results with ‘Darbid’ in 50 
peptic ulcer patients with symptoms of nine years’ average duration. 
The authors made the following observations: 
F.elief of ulcer pain after ‘Darbid’ therapy was “rapid and gratifying.” 
. the incidence of side effects was negligible.” 
“*Darbid’ seems of particular value ... because its long action simplifies admin- 
istration.” 
“. .. patients receiving ‘Darbid’ obtained significantly better results than those 
receiving atropine... 
Dosage in this study was 5 mg. or 10 mg. orally, b.i.d. 
Average duration of treatment: 8 months. 
. Cayer, D.; Sohmer, M.F., and Sugg, W.C.: The Effect of Prolonged Continuous Therapy on the 


Course of Chronic, Recurring Peptic Uleer; Anticholinergic Therapy with SKF-4740 (‘Darbid’), 
North Carolina M.J. 78:311 (Aug.) 1957. 


made only by Smith, Kline @ French Laboratories, Philadelphia 


* Trademark for isopropamide, S.K.F. 
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a new order of magnitude in corticosteroid therapy! 


The great corticosteroid era opened ten years ago with the introduction of Cortone* (Cortisone). Today, 
MERCK SHARP & DOHME proudly presents the crowning achievement of the first corticosteroid decade — 
DECADRON (dexamethasone) —a new and unique compound, which brings a new order of magnitude to cortico 


steroid therapy 


DEXAMETHASONE 


to treat more patients more effectively 


MERCK SHARP & DOHME 
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ELPHIA 1. PENN 
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in anti-inflammatory potency 


DECADRON “‘possesses greater anti-inflammatory potency 
per milligram than any steroid yet produced,’’' and is 

“the most potent steroid thus far synthesized.’’? Milligram for 
milligram, it is, on the average, 5 times more potent than 
6-methylprednisolone or triamcinolone; 7 times more 

potent than prednisone; 28 times more potent than 
hydrocortisone; and 35 times more potent than cortisone. 


in dosage reduction 


Thanks to this unprecedented potency, DECADRON is 
“highly effective in suppressing the manifestations of 
rheumatoid arthritis when administered in remarkably small 
daily miiligram doses."’ In a number of cases, doses as 

low as 0.5-0.8 mg. proved sufficient for daily maintenance. 
The average maintenance dosage in rheumatoid arthritis 

is about 1.5 mg. daily. 


in elimination and reduction of side effects 


Virtual absence of diabetogenic activity, edema, sodium or 
water retention, hypertension, or psychic reactions has been 
noted with DECADRON.'.?.3,4 Other ‘classical’ reactions 

were less frequent and less severe. DECADRON showed no 
increase in ulcerogenic potential, and digestive complaints were 
rare. Nor have there been any new or “‘peculiar’’ side effects, 
such as muscle wasting, leg cramps, weakness, depression, 
anorexia, weight loss, headache, dizziness, tachycardia, or 
erythema. Thus DECADRON introduces a new order of 
magnitude in safety, unprecedented in corticosteroid therapy. 


in therapeutic effectiveness 


With DECADRON, investigators note ‘‘a decided intensification 

of the anti-inflammatory activity’’* and antirheumatic potency. 
Clinically, this was manifested by a higher degree of improvement 
in many patients previously treated with prednisteroids,* 

and by achievement of satisfactory control in an impressive 
number of recalcitrant cases.*.* 


in therapeutic range 


More patients can be treated more effectively with DECADRON. 
Its higher anti-inflammatory potency frequently brings 

relief to cases resistant to other steroids. Virtual freedom 

from diabetogenic effect in therapeutic dosage permits 
treatment of many diabetics without an increase in insulin 
requirements. Absence of hypertension and of sodium and 

fluid retention allows effective therapy of many patients 

with cardiovascular disorders. Reduction in the incidence and 
severity of many side effects extends the benefits of 

therapy to numerous patients who could not tolerate other 
steroids. And a healthy sense of well-being, reported by nearly 
all patients on DECADRON, assures greater patient cooperation. 
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MERCK SHARP & DOHME 


To treat more patients more effectively 
in all allergic and inflammatory disorders 
amenable to corticosteroid therapy 


DOSAGE AND ADMINISTRATION 
With proper adjustment of 
dosage, treatment may ordinarily 
be changed over to DECADRON 
from any other corticosteroid 

on the basis of the following 
milligram equivalence: 


One 0.75 mg. tablet of Decadron (dexamethasone) replaces: 


+ 
one 4 one5 one 20 one 25 
tablet of tablet | tablet of” | tablet of” 


methylprednisolone or prednisolone or | 
triamcinotone prednisone 


SUPPLIED: 

As 0.75 mg. scored pentagon- 
shaped tablets; also as 0.5 mg. 
tablets, to provide maximal 
individualized flexibility of 
dosage adjustment. 


DEXAMETHASONE 


Detailed literature on DECADRON is available to physicians on request. 
*DECADRON is a trademark of Merck & Co., Inc. 
©1958 Merck & Co., Inc. 
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*. .. Well, I usually prescribe Rorer’s Maalox. It’s an excellent 
antacid, doesn’t constipate and patients like its taste better.” 


MAALOX® an efficient antacid suspension of magnesium-aluminum hydroxide gel. 
Suspension: Bottles of 12 fluidounces 

Tablets: 0.4 Gram, Bottles of 100 

Samples on request 

WILLIAM H. Rorer, INC., Philadeiphia 44, Pennsylvania 
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in over three years of clinical use 
in over 600 clinical studies 


Specific 


FOR RELIEF OF ANXIETY 
AND MUSCLE ‘TENSION 


Selective 


Does not interfere with autonomic function 
Does not impair mental efficiency, 
motor control, or normal behavior 

Has not produced hypotension, 
agranulocytosis or 


Miltown 


Supplied: 400 mg. scored tablets, 200 mg. sugar-coated tablets, 
Wa WALLACE LABORATORIES, New Brunswick, N. J. 
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What three pathologic conditions may be associated 
with chronic disease of the biliary tract? 


(1) Pancreatitis— may be induced by common duct stones, infection of gall- 
bladder, regurgitation of bile into pancreas; (2) Diabetes mellitus—nine times 
more frequent in patients with gallbladder disease than in general population; 
(3+ Heart disease —overdistention of the biliary tract can cause reflex vasocon- 
striction of coronary arteries and ischemia of heart muscle. 

Source — Twiss, J. R.: New York J. Med. 57:929 (Mar. 1) 1957. 


for free-flowing natural bile 


DECHOLIN with Belladonna 


(dehydrocholic acid and belladonna, AMEs) 
flushes entire biliary tract with dilute 
natural bile... helps thin gallbladder 
contents... relaxes sphincter spasm 


hydrocholeresis plus spasmolysis 


combining two of the best known agents 
in gastrointestinal therapy, 
DECHOLIN/Belladonna is widely 
prescribed for— 
+ medical and surgical management 
of chronic cholecystitis 
functional G.I. distress 
+ routine physiologic support of older patients 
-correction of constipation without catharsis 


Each tablet of DECHOLIN/ Belladonna contains 
DECHOLIN (dehydrocholic acid, AMES) 

3% gr. (0.25 Gm.), and extract of belladonna 

Y% gr. (0.01 Gm.), equivalent to tincture 

of belladonna, 7 minims. Bottles of 100 and 500. 


’ 
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bs Ames Company, Inc - Elkhart, Indiana 

Free- flowing low-viscosity bile f.. Ames Company of Canada, Ltd., Toronto 
which is liberally evoked in response 

to DECHOLIN and DeEcHOLIN SopiuM. 
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CLINICAL EVALUATION OF PAPER ELECTROPHORESIS® 


V. CorRELATION BETWEEN CHANGES OF THE ELECTROPHORETIC SERUM 
LIPOPROTEIN PATTERNS ( LIPIDOGRAMS) AND THE CHEMICAL SERUM 
Lipiy DETERMINATIONS IN PATIENTS WITH LiveR DISEASE 


A. ALLEN GOLDBLOOM, M.D., F.A.C.G. 
and 
LINN J. BOYD, M.D., F.A.C.G. (Hon. ) 
New York, N. Y. 


Our previous studies showed that fractionation of serum proteins by electro- 
phoresis (paper) gave a clearer picture of the underlying liver pathology and 
prognosis’. It helped to detect early liver changes as well as to follow the dis- 
turbed physiology taking place”. It played an important role, not only in diag- 
nosis, but in prognosis as well’. 


Concomitantly, varied serum lipid fraction and total protein tests were 
performed to ascertain their values in liver diseased patients. 


It was shown that more information was available for the physician from 
the serum protein fractionation by the paper electrophoretic than by the chem- 
ical method?*. 


In our previous statistical investigations, it was found that there is no rela- 
tionship between age and sex upon the normal serum lipoprotein distribution 
(lipidogram ). One may have a single average for all individuals‘. The same 
was statistically shown for the varied serum lipid and serum protein fractions 
as a function of age and sex°. 


The purpose of the present report was to investigate in liver disease a 
similar comparison of whether the changes in serum lipid fractions by chemical 
From the New York Medical College-Metropolitan Medical Center (Metropolitan Hospital 


Division) New York, N. Y. 
*Aided by a grant from the Sophie D. Cohen and William W. Cohen Foundation. 
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determination could be explained by changes in the electrophoretic patterns for 
serum lipoproteins (lipidogram). 


MATERIAL AND METHODS 


Hospitalized male patients numbering 37 and ranging in age from 23 to 91 
years (average 58 years) were studied from an acute, active general medical 
service. Patients with a history and examination suggestive of some hepatic 
disturbance were chosen. 


TABLE I 
COMPARISON OF SERUM PROTEIN FRACTIONATION VALUES BY FILTER PAPER 


[ELECTROPHORETIC AND CHEMICAL METHODS IN NORMAL AND HEPATIC-DISEASED 
INDIVIDUALS: MEAN AND STANDARD DEVIATION VALUES SHOWN. 


Filter Paper Electrophoresis Chemical Method 
Relative Concentration in Percentages Gm. per 100 ml. 


Normals Hepatic Disease Normals Hepatic Disease 


Serum Standard Standard | Standard Standard 
Components Mean | Deviation, Mean | Deviation Mean | Deviation Mean | Deviation 


Total Proteins 7.01 + 05 6.68 | + 0.64 


Albumin 51. 423 | + 3.53 
Globulin || 2.78 

Alpha-1 

Alpha-2 

Beta 

Gamma 


A/G Ratio 1.02} + 0.30 0.48 | 


Detailed description of the paper electrophoretic apparatus, with its com- 
ponents, procedures, and the photoelectric evaluation of the electrophoretic 
strips were discussed in previous publications on serum lipoprotein distribution 
(lipidogram )*, electrophoretic serum protein patterns in liver disease*, lipid 
metabolism*"*, lipidograms in normal geriatric patients"'. 


The only variations in the lipidogram procedures* was the usage of a 
thinner Whatman filter paper, densitometry by a different wave length (550 
filter), and the incubation of the stained strips at 37° for 16 hours. 


+ 0.55 
014 152) + 0.25 1.18 | + 0.29 
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PapER ELECTROPHORETIC PatTreRNS—Analyses 


Serum protein distribution—Normal:—Usually, a typical densitometer pat- 
tern reveals five components or bands corresponding in the order of increasing 
mobility, to gamma, beta, alpha-2, alpha-1 globulins, and to albumin (Fig. 1). 
Beta-1 and beta-2 were designated under one heading as “beta” component. The 
most densely stained portion was noted in the albumin fraction, less in the beta, 
and least in the other areas of alpha-1 and alpha-2. The individual serum 


protein components were represented as relative concentrations, expressed in 
percentages. 


Serum protein patterns (Electrophoretic)—hepatic disease:—Albumin and 
gamma fractions:—It was noted that the albumin component was diminished in 


PAPER ELECTROPHORETIC PATTERN 
SERUM PROTEIN DISTRIBUTION - NORMAL 


Fig. 1—Comparison of dyed filter paper electrophoretic pattern (A) and corresponding densi- 
tometered and planimetered pattern (B) of serum proteins in a normal adult male, 
age 59. The A/G ratio from the percentage components is 0.85. The total protein 
6.72 mg. per cent and the A/G ratio 1.7:1 (chemical determination). 


practically 79 per cent of the patients, with a mean average of 32.41 per cent 
10.6, as compared to the normal of 51.1 per cent + 3.9. The gamma component 
was concomitantly increased to 32.72 per cent + 10.1 (normal 21.4 + 2.6). 
There were no constant changes in the alpha-1 and alpha-2 components with 
varying albumin and gamma groups. The beta globulin was increased in 45 per 
cent, and normal in 43 per cent of the patients. High gamma and low albumin 
levels in the electrophoretic protein fractions were the significant changes in 
patients with hepatic disease* (Table I). 


Lipoprotein distribution (Lipidogram)—compared to protein spectrum:— 
(Fig. 2). The lipids as stained with Oil-Red-O (B’) was concentrated largely 
in two regions of the protein spectrum (A’). The first, a paler patch, corre- 
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sponds to the albumin and alpha-1 globulin regions; while the other, an in- 
tensely stained patch, to that of the beta and gamma globulin regions (A’). 
Inasmuch as lipoproteins are known to be absorbed on filter paper, the color 
present in the gamma region may actually represent a trailing of the beta lipo- 
protein band. The lipoprotein of higher electrophoretic mobility, seems to be 
concentrated somewhere between albumin and alpha globulin bands. 


Lipoprotein distribution (Lipidogram):—Normal (Fig. 3):—The lipoprotein 
distribution by paper electrophoresis may distinguish four different components. 


Fig. 2—Compzarison of serum protein (A-—solid lines) and lipoprotein distribution (lipido- 
gram) (B—broken lines) of paper electrophoresis in the same individual. Correspond- 
ing dyed filter electrophoretic strips are noted. (A’ and B’). Patient 12, young adult 
male, age 23. Diagnosis:—Hepatitis, infectious, in a narcotic addict. Electrophoretic 
patterns show increased alpha-1 and gamma protein components (A). Markedly 
diminished beta, and markedly increased gamma lipoproteins (B). 


The first peak representing alpha-1, occupies about 25 per cent of the area of 
the diagram. In the alpha-2 globulin band, the curve usually shows a small 
peak, covering about 10 per cent of the surface. It is represented by the alpha-2 

lipoprotein peak. The largest and most densely stained peak, occupying about 
50 per cent of the diagram, is located in a position corresponding to the beta 
globulins in the protein diagrams (Fig. 2-A). Its position in the diagram indi- 
cates that the peak represents beta lipoproteins and contains 60-75 per cent of 
the lipids. The peak at the starting point is usually not distinctly separated 
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from that of the beta lipoproteins. It corresponds to the gamma region in the 
protein diagram (Fig. 2-A), and occupies about 13 per cent of the lipidogram 
curve. It is composed mainly of neutral fat, which is absorbed in this region, 
and is probably made up of chylomicrons. It contains 10 to 20 per cent of the 
lipids’. It is seen that the alpha and beta components contain lipids, while the 
gamma region does not. 


Lipoprotein distribution (Lipidogram):—Hepatic Disease (Fig. 4, and Table 
II-A):— 


Alpha-1 fraction:—This was diminished in 31 of the 37 patients—about 84 


per cent. There were 6 patients in the normal range with none above normal. 


PAPER ELECTROPHORETIC PATTERN 
LIPOPROTEIN DISTRIBUTION 


Fig. 3—Comparison of dyed filter paper electrophoretic strip (A) and corresponding densi- 
tometered electrophoretic patten (B) of lipoprotein distribution (lipidogram) (nor- 
mal). Male patient, age 46. Four different components shown. (Ref. 4; Fig. 5-B). 


The mean averages was less than 55 per cent of the normal—being 11.38 per 
cent + 7.9, compared to the normal of 24.6 per cent + 7.1. 


Alpha-2 fraction:—Diminished values were found in 18 patients (49 per 
cent); increased in 14 patients (38 per cent). It is evident that the alpha-2 
component may play no conspicuous role in liver disease diagnosis, since the 
increased or decreased values were practically the same. The mean value of 
14.07 per cent + 11.6 was slightly higher than that of normals (10.4 per cent + 
3.6). This undoubtedly was aided by the normal values obtained in 5 patients. 
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Beta fraction:—This was found below the normal in 28 patients (76 per 
cent). This was the significant change noted in these hepatic patients by the 
beta fraction. The mean values of 31.79 per cent + 14.25 compared to the 
normal of 52.0 per cent + 10.1. 


Gamma fraction:—This was strikingly found to be above normal in most of 
the patients herein observed—namely, 33 patients (86 per cent). No diminished 
values were noted. This corresponds to the change noted in protein electro- 
phoretic patterns in hepatic disease*. The gamma fraction is increased in both 
the protein and lipoprotein electrophoretic patterns (Tables I and II-A). 


Fig. 4--Comparison of dyed filter paper electrophoretic strip (A) and corresponding electro- 
phoretic pattern (B) of lipoprotein distribution (abnormal). Patient 10, male, age 
68. Diagnosis:—cirrhosis, moderately severe. Pattern shows increased gamma, with 
diminished alpha-2 lipoprotein components. 


It is noted that in patients with liver disease the paper lipidogram generally 
shows a diminished alpha-1 and beta fractions, and an increased gamma frac- 
tion. The alpha-2 fraction may be increased or decreased, showing no significant 
changes in the pattern (Fig. 4, Table II-A). 


Serum lipid fractions (chemical) (Table II-B):—These values varied, de- 
pending upon the type of liver disease, whether complicated or not—by other 
conditions, as diabetes, or jaundice. Cirrhotic cases in coma resulted in lower 
values for all partitions. The mean values of the total serum lipids, phospho- 
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lipids, and neutral fats, were diminished; the total cholesterol, free, and choles- 
terol esters were increased compared to normals*’*. The percentage of total 
lipids showed a decrease of the phospholipids, neutral fats, and total lipids—yet 
the free cholesterol and esterified cholesterol were increased. This was similar 
to our previous observations in hepatic diseased patients*. 


Comparison of paper lipidograms and serum lipid determinations (chemical) 
in hepatic disease:—(Table II1):—Correlation between the electrophoretic serum 
protein patterns and the serum lipid fractions by chemical determination in 
hepatic disease was reported’. A similar comparison was herein studied between 
the lipidograms (paper electrophoresis) and the chemical procedures. The 
object was to determine what lipoprotein fractions were affected in such 
processes. 


Whether the serum lipid values were normal, increased or decreased, the 
lipidogram constituents revealed decreased alpha-1 and beta groups, and in- 
creased gamma groups. The alpha-2 component played no conspicuous role, 
since the increased or decreased alpha-2 values were equally affected. The inter- 
esting reaction was the marked increased gamma values, even in the presence 
of normal serum lipid constituents such as total cholesterol and phospholipids 
(Tables I-A; II-B; and IIT). 


CoMMENT 


Since the functions of the liver are many and varied, it is impossible to 
discuss all of them. A recent survey of the literature enumerated 97 listed liver 
function tests'*. There are three main hepatic functions. The first is the metabo- 
lism and storage of food stuffs as carbohydrates, proteins and fats. The liver 
needs proteins to store carbohydrates. The liver supplies serum proteins, albu- 
min, globulin, fibrinogen and antithrombin. The second function is one of 
hematopoiesis and excretion of decomposition of hemoglobin, as bilirubin. The 
third function is detoxification by liver and temporary storage. 


Our previous publications in hepatic diseased patients reported on the cor- 
relation between the changes of the electrophoretic serum protein patterns and 
the serum lipid fractions by chemical determination’. 


Our interests lay in studying patients with hepatobiliary disease for clinical 
evaluation and comparison of the changes between the electrophoretic lipo- 
proteins (lipidograms) and the serum lipid chemical procedures. The object 
was to ascertain what lipoprotein components were involved in such processes. 


The lipoprotein distribution by paper electrophoresis (lipidogram) as 
stained with Oil-Red-O distinguishes four different components—namely, alpha- 
1, alpha-2, beta, and gamma. The alpha lipoproteins contain 35 per cent lipid 
and 65 per cent protein; the beta group containing 75 per cent lipid and 25 per 
cent protein. The gamma region is composed mainly of neutral fats and about 
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10 to 20 per cent of the lipids’*. It is noted that the alpha and beta components 
contain lipids, while the gamma region does not. Consequently, one would 
expect increased values for the alpha and beta groups, and not increased for 
the gamma component with concomitant higher serum lipid values. 


Alpha-1 lipoprotein and phospholipid levels:—Alpha-1 contains 10-25 per 
cent of total serum cholesterol and lipid phosphorus; saponified or ionized fatty 
acids; and phospholipids. Large and slow migrating lipoproteic molecules 
should act as vehicles for lipid transport from the intestinal wall and perhaps 
from peripheral depots. Alpha-1 lipoproteins would have a metabolic fate and 
their possible source of origin would be in the liver". 


It was noted that the alpha-1 component was decreased in 84 per cent and 
increased in 16 per cent of the hepatic patients. This decrease was evident with 
all the serum lipids, whether increased, normal or decreased. This was observed 
by others also'*15, 


Alpha-2 lipoprotein and neutral fats and total cholesterol:— 


Alpha-2:—found to be high in neutral fat relative to the alpha-1 and beta 
zones, because of its composition of the low density lipoproteins’*. The neutral 
fats were found to be diminished in 19 patients (52 per cent of the group); 
with the alpha-2 only decreased in 5 of the 19 patients, and increased in 9. It 
is evident the alpha-2 globulins had no relation to the total cholesterol, or the 
neutral fat values. 


Alpha lipoprotein components:—The electrophoretic alpha components ex- 
hibited information as to the underlying physiological disturbances. The low 
alpha values reveal impairment. They have no available ionized fatty acids or 
phospholipids, but are being used up and utilized. Consequently, they show 
diminished or absent values in the lipidogram, especially the alpha-1 compo- 


nent; while values are present or increased by chemical determinations. 


The alpha-2 lipoprotein group gave less additional diagnostic information, 
since the increased or decreased values were practically the same in the number 
of patients. 


It is evident that in hepatic involvement, the striking diminutions of the 
alpha-1 lipoproteins occur without definite modification of the other fractions. 
The alpha-2 lipoprotein component may be increased or decreased. 


Beta lipoproteins—total cholesterol; neutral fats; and total lipids:—The beta 
component increase may be present in malnutrition or excessive lipoproteins in 


the blood, or indicative of some inflammatory response as a reaction between 
antigens and their specific antibodies. 


The beta group contains cholesterol, esters, weakly ionized fatty material, 
as diglycerides, and about 75 per cent of the lipids. It was observed to be 
diminished in 28 patients (76 per cent of the group), and its mean value was 
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lower than in normals (Table II-A) regardless of increased or decreased serum 
lipid values. This would indicate the cholesterol combines with neutral fat and 
acts as a demobilized or a nonmobile cholesterol. Consequently, the gamma 
component is increased. The electrophoresis is unable to separate the above 
two processes. Thus, one observes no significant relation between the beta 
globulin levels and the total cholesterol values. Others reported similar 
observations’’. 


Serum lipid concentration has variations, which are said to influence the 
electrophoretic patterns because the lipoproteins migrate with the beta globulin, 
and to a lesser degree the alpha globulin fraction. In the patients herein ob- 
served this correlation could not be demonstrated. 


Gamma lipoproteins—cholesterol and neutral fats:-This component con- 
tains mostly neutral fats (nonmobilized fats), and is probably made up of 
chylomicrons. It contains 10-20 per cent of the lipids, a small amount. It was 
found increased in 33 patients, (86 per cent) of the group; normal in only 4; 
and not decreased in any of the patients. Yet—with the neutral fat values de- 
creased in 19 patients (52 per cent), increased and normal in nine each—the 
gamma components were markedly increased, in each instance of neutral fat 
changes (Table II-A and B). Gamma lipoproteins are high in liver cases, yet 
the mean neutral fats are decreased. This was also observed in the electro- 
phoretic protein patterns’. 


In the protein electrophoresis, by increasing the gamma protein component, 
one increases the inhibitory factors of the beta fraction in the lipidogram, as 
mentioned above. Consequently the gamma lipoprotein fraction is increased, 
due to the fact that the cholesterol and cholesterol esters in the beta lipoprotein 
component are being inhibited and are included and shown in the gamma lipo- 
protein component. 


In the lipoprotein electrophoretic pattern, if there is an increased gamma 
lipoprotein with a decreased beta and a normal cholesterol (by chemical deter- 
mination), then the inhibitor factor may be present, with the cholesterol being 
nonmobile or demobilized. One should then check for a cholesterol metabolic 
disturbance. 


Neutral fats:—The neutral fats by chemical determinations are low in liver 
disease, yet the gamma lipoproteins are high. In liver disease, the carbohydrate 
metabolism is inhibited. Consequently, the body tends to metabolize and burn 
up fats. The unchanged neutral fat in the system will be low. The neutral fat 
also demobilizes the cholesterol fraction. 


SUMMARY AND CONCLUSIONS 


1. Adult male patients with liver disease were studied for serum lipo- 
proteins by paper electrophoresis (lipidogram) and serum lipid fractions by 
chemical determinations. 
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2. The electrophoresis showed an increased gamma; decreased alpha-1 and 
beta components. The alpha-2 component was of no clinical aid or significance. 


3. The above lipidogram changes were similar to our previously published 
findings of the protein paper electrophoresis in liver disease. 


4. Increased, decreased, or normal serum lipid partitions were accompa- 
nied by the same lipoprotein electrophoretic changes. 


5. In liver disease, the processes go from carbohydrate to fat metabolism 
because of an inhibitor factor. 


6. The inhibitor factor makes the cholesterol nonmobile or demobilized, 
combined with neutral fats, resulting in an increased gamma lipoprotein com- 
ponent, with a normal cholesterol (chemical). 


7. The lipidogram will indicate the type, mobility, or usefulness of total 


cholesterol if decreased. 


8. Cholesterol metabolic disturbance should be checked by other methods 
when there is evidence of the inhibitor factor. 


9. In liver diseases, phospholipids are utilized, since the metabolism of fats 
and not carbohydrates takes place. 


10. Phosphorus or phospholipids may be normal by chemical procedures— 
yet, the lipidograms will reveal that the phospholipids are not the proper nor 
useful type for utilization. 


11. Chemically, normal or high cholesterol may be shown, while paper 
lipoprotein electrophoresis (lipidogram) will reveal a deficiency in the type of 
cholesterol. 


12. The filter paper lipoprotein electrophoresis (lipidogram) as with the 
protein fractionation produced a better understanding of the disturbed physiol- 
ogy and underlying pathology in the patients with liver disease. 


13. Since filter paper electrophoresis is accurate, rapid, inexpensive, and 
simple, it should be a procedure in the clinical laboratory because of its aid to 
the clinician. 
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ESOPHAGEAL ULCER AND KEMORRHAGE INDUCED BY 
CORTICOSTEROIDS ASSOCIATED WITH HIATUS HERNIA* 


EDWIN BOROS, M.D., F.A.C.G. 
and 
RALPH FRIEDLANDER, M.D., F.A.C.S. 
New York, N. Y. 


With the widespread use of corticosteroids adverse effects on the digestive 
system have been reported from time to time. Indeterminate gastric symptoms 
with negative roentgen findings, gastric and duodenal ulcer confirmed by the 
latter, at times accompanied by massive hemorrhage and perforation have been 
noted’*, Experience has revealed that the occurrence of this gastrointestinal 
distress or the development of gastroduodenal ulcer has not been found to de- 
pend necessarily on the intensity of dosage, the length of treatment or the total 
amount of ACTH or steroid employed. Ulcers have appeared after a few days, 
months or years of medication. 


These complications could not readily be dispelled as being mere incidence 
or accident and have given rise to considerable speculation as to the relationship 
of these hormones in the etiology of such ulcerous process. The concept that 
steroids favor the development of peptic ulcer was suggested by Gray and his 
associates®. They showed that the administration of ACTH in normal subjects 
resulted in an elevation of gastric acidity and pepsin secretion measuring levels 
at least as high, at times higher than ordinarily encountered in ulcer patients. 
The pattern of uropepsin excretion likewise conformed in the same manner and 
paralleled the previous findings. They concluded that the ACTH-induced secre- 
tion of corticosteroids and its subsequent action on the stomach prevailed as 
the basis of behavior, there being no direct primary action on the stomach 
per se. Thus the end mechanism was reduced to the stimulation of the parietal 
cells of the stomach and its peptic glands towards increased production. 


There has, however, been some differential in the specific kind of steroid 
employed. A lowered incidence of gastrointestinal problems has been reported 
in the use of prednisone and prednisolone on the one hand whereas a more 
frequent sequence of complications in the use of prednisone than with hydro- 
cortisone has been asserted*®. That factors other than steroid therapy apply in 
the etiology of ulcer is emphasized by Kirsner’, namely, the failure of the 
gastroduodenal mucosa to withstand the high gastric and pepsin titer. This 
lowered tissue resistance is regarded as the basic cause of ulcer formation. Gray 
has underscored the implication of stress in this process. His studies pointed 
to the existence of high pepsin and uropepsin levels in a patient afflicted with a 


*From the Department of Surgery, Bronx Hospital, Ralph Friedlander, M.D., Director. 
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hypothalamic tumor. The effect of emotional stress and the intense reaction of 
burns with concomitant ulcer allegedly acts through the hypothalamus which 
stimulates the anterior pituitary-adrenal axis which in turn activates the gastric 
secretory mechanism. 


Dissenters to the idea of the hormone causation of peptic ulcer have ex- 
pressed opposition to the whole acceptance of Gray's theory. That steroids favor 
the development of ulcer is accepted as plausible, but with the lack of support- 
ing evidence cannot as yet be regarded as conclusive. Sandweiss*® shares a similar 
doubt as to the existence of adrenocortical hyperactivity in peptic ulcer patients. 
In a recent panel discussion of this subject, Dragstedt® controverted the concept 
of gastric stimulation by means of ACTH and cortisone, and attacked its 
assumption as the product of indirect methods. He carried out studies of this 
problem in isolated stomach pouches of dogs and pigs, and noted that neither 
of the two agents stimulated gastric secretion, even though they were admin- 
istered in large doses. 


Adverse results of corticosteroid therapy have not been confined merely to 
the gastroduodenal area. Other regions of the alimentary canal have likewise 
been affected, namely, the large bowel. Massive hemorrhage and perforation of 
the colon complicating chronic ulcerative colitis is similarly known to take place 
during ACTH medication. The effect of such hormone therapy on the esophagus 
has not previously come to the attention of the writer. The following clinical 


report describing the occurrence of an esophageal ulcer with accompanying 
massive hemorrhage in consequence of steroid therapy is accordingly presented. 


Case REPORT 


Case 1:—#310554 R. R., female, age 61, was admitted on 14 October 1957 
to the Bronx Hospital where she remained until her discharge three weeks later. 
Her story on admission included a past negative family and personal history 
with the exception of an operation for ectopic pregnancy 33 years previously, 
hypertension of eight years’ duration, a previous admission for cardiac failure 
which responded satisfactorily and bronchila asthma for which she received 
meticorten for a whole year prior to her present episode. There had been no 
gastrointestinal complaint in the past whatsoever. 


A day before hospital admission, the patient noted epigastric and sub- 
sternal pain and burning which was unrelieved by Bromo-Seltzer and food 
intake. Hematemesis, melena, and fainting ensued. On her admission, she 
appeared anemic although not in acute distress, B.P. 130/70, pulse 72, systolic 
murmur in pulmonary and aortic region, rales in chest anteriorly and at both 
bases. Tenderness in epigastrium; otherwise negative. 


A report of the gastrointestinal series on 22 October showed some irrita- 
bility in the antral region of the stomach, some thickened folds, but no ulcer. 
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The bulb was spastic but filled on several films. No gastric retention existed 
after two hours. There were several diverticula of the descending colon and 
sigmoid. On 30 October, esophageal roentgenograms demonstrated a small 
sacular hernia in which a persistent punctate area of barium is noted on several 
films and a small ulceration in this area is suggested and esophagoscopy is 


advised (Fig. 1). 


On 11 November, flexible tube esophagoscopy by the author revealed a 
small ulcer on the left lateral wall of the esophagus about 2 mm. in width, 
covered by exudate, just above the diaphragm. There was no surrounding area 
of inflammation, no varices or neoplasm. There was no evidence of hiatus hernia. 
The diagnosis was ulcer of the lower esophagus. 


Fig. 1 Fig. 


Steroid therapy was discontinued during the patient's hospital stay and 
reduced doses of ACTH were administered. The patient was discharged on 10 
November 1957 to be observed in the out-patient department. Within two 
weeks, a small Levin tube, with a piece of litmus paper attached was introduced 
into the lower esophagus of this patient under the direction of Dr. Chang for 
the purpose of determining the existence of acid in this segment of the swallow- 
ing tube. None was found. 


On 30 January 1958 the patient was re-x-rayed. Esophagographic examina- 
tion, with especial attention to the esophagogastric region, showed no evidence 
of the ulcer crater previously described in the cardiac end of the esophagus. At 
present there is noted a small hiatus hernia with a small portion of the fundus 
of the stomach extruding through the esophageal hiatus. Whether this was a 
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paraesophageal hernia, or a herniation due to contraction of the esophagus 
could not be ascertained from the the study of these films (Fig. 2). 


It might be appropriate to underscore at this point that careful review of 
the gastric film series obtained on 30 October after a diagnostic gastrointestinal 
survey, failed to demonstrate the existence of a hiatus hernia. Furthermore, and 
of greater importance, direct instrumental visualization of the esophagus not 
only confirmed Dr. Bernstein’s (the roentgenologist) suspicions of ulcer in this 
area, but revealed its position and anatomic location as esophageal in nature. 
There was, in confirmation of the roentgen findings, no evidence of hiatus 
hernia at the time of direct instrumental inspection. 


Roentgenologic observation after a two-month interval demonstrated a 
complete disappearance of the ulcer in addition to the presence of a hiatus 
hernia, which might have been there as an evanescent circumstance, unbeknown 
either to the patient or examiner. On the other hand it could well be the ex- 
pression of contracture of the gullet in the process of ulcer healing. In either 
event direct esophagoscopy established the incident of actual esophageal ulcer 
pathology, which undoubtedly gave rise to massive bleeding and disappeared 
completely not later than two months subsequent to its initiating symptom. 


COMMENT 


A new appraisal of the controversial theories of peptic ulcer formation has 
resulted in consequence of digestive disturbances experienced during the course 
of ACTH and adrenal steroid treatment. The data in man and animals indicate 
that while the output of acid and pepsin may rise during such administration 
in the great majority of cases the acid and pepsin elements of the gastric juice 
are not increased. Other factors are most likely involved in such therapy. 
Halsted’ studied the incidence of gastroduodenal involvement in 360 patients 
who received ACTH or cortisone for various conditions. Eleven of these devel- 
oped active ulcer proved roentgenologically. Seven of these never had any 
history of ulcer previously, while four did. Five others developed peptic ulcer 
svmptoms with negative x-rays, and their symptoms disappeared when the 
hormone was withdrawn. He concludes that it appears likely that 4 per cent of 
patients receiving ACTH or cortisone will develop peptic ulcer. Fisher and 
Flandreau"' brought the relationship of the endocrine glands and ulcer forma- 
tion into focus by presenting clinical and pathological findings in a patient who 
had multiple peptic ulcers of the duodenum and jejunum in association with 
hyperplasia of the parathyroids, adrenal cortices, amphophils and basophils of 
the anterior pituitary, and alpha cell tumors of the islets of Langerhans and 
heterotopic pancreatic tissues. 


Despite the recognized undesirable side reactions which hormone therapy 
may occasion, its practical value cannot be denied and a justifiable risk in its 
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use has been emphasized by Stolzer” in exploiting its inestimable value where 
indicated, improving his safeguards by dietary regulation and the ingestion of 
aluminum hydroxide gel. 


SUMMARY 


The occurrence of a lower esophageal ulcer accompanied by massive 
hemorrhage one year after the continuous administration of Meticorten for the 
control of asthma has been described. No previous digestive disorder or im- 
pairment in deglutition was experienced. An absence of acid in the lower 
esophagus was noted. To predicate the formation of this esophageal ulcer on 
the basis of regurgitation of gastric juice is seemingly presumptuous. 
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COMBINED DRUG THERAPY IN GASTROINTESTINAL DISTURBANCES 


INCREASED BENEFIT THROUGH DIMINISHED SIDE REACTIONS 


JOSEPH BANDES, M.D. 
New York, N. Y. 


In the course of treating gastrointestinal disturbances (most often peptic 
ulcer), it was noticed that several patients did not respond to the regimen as 
well as might have been expected. Investigation revealed the fact that although 
these patients generally adhered to the diet, the discomfort produced by the 
side reactions of the drugs induced them to stop medication entirely or to take 
it haphazardly. In some instances, since they were not able to differentiate 
between the anticholinergic-sedative and antacids, the patients eliminated both 
medications. 


Because in this way the side reactions nullified the expected beneficial 
effects of the medical regimen, it was decided to substitute medication exhibit- 
ing less likelihood of producing these undesirable symptoms. Therefore, a com- 
bination of drugs was sought that would exert an adequate anticholinergic 
effect and emotional stabilization, but with minimal side-effects. These require- 
ments seemed most likely to be met by a presently available combination of 
tridihexethyl iodide and meprobamate*. 


Tridihexethyl iodide is a quaternary amine, one of the newer cholinergic 
blocking agents. Clinically, these are more effective in blocking cholinergic re- 
sponses than the tertiary amines (atropine and the belladonna alkaloids), and 
have fewer side-effects. They act at the ganglionic level as well as at the post- 
ganglionic effector site. Tridihexeythl iodide (3-diethylamino-1-cyclohexyl-1- 
phenyl-l-propanol-ethiodide) is an adequate cholinergic blocking agent and 
produces a very low incidence of side reactions’. 


Meprobamate (2-methyl-2-n-propyl-1,3 propanediol dicarbamate) synchro- 
nizes the activity of the thalamus with minimal effect on the cerebral cortex or 
other subcortical structures*’. It has a favorable effect on tension and anxiety 
states*.*. Its toxicity appears to be about one-fifth that of most barbiturates® and 
in contrast to the latter which depress the cortex, fog the mind and induce 
somnolence it does not usually impair mental alertness or efficiency’. It is also 
claimed that meprobamate exerts a marked blocking action on interneurons 
resulting in a relaxation of skeletal muscle, without effect on peripheral nerve 
and myoneural junction*’°, 


~ °Milpath supplied for this study by Wallace Laboratories, New Brunswick, N. J. 
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MATERIAL AND METHOD 


Twenty patients (14 private and 6 clinic® patients) were chosen who, in 
the absence of complications, had shown unsatisfactory response to a prescribed 
regimen of diet, anticholinergic, sedative (phenobarbital) and antacid. In addi- 
tion to gastrointestinal symptoms, these patients all had in common varying 
degrees of emotional disturbances and they all had voluntarily stopped or in- 
te rupted their medication because of undesirable side-effects. These reactions 
were in descending order of incidence: dry mouth, blurred vision, drowsiness 
or beclouding of the mind, and interference with bowel and bladder function. 
The age in this- group ranged from 20 to 67 years. There were 12 males and § 
females. 


As will be noted in Table I, 11 of the 20 patients had chronic duodenal 
ulcer. One had chronic duodenal ulcer associated with peptic esophagitis, one 
had chronic duodenal ulcer associated with hiatus hernia, two had chronic 
gastric ulcer, one had chronic gastric ulcer with hiatus hernia, and one had 
chronic ulcer with hiatus hernia and chronic cholecystitis. There were three 
patients in whom no organic disease could be demonstrated after thorough 
physical, x-ray, and laboratory examinations. One of these, because her symp- 
toms dated back 16 years to a cholecystectomy, was considered as having 
“postcholecystectomy syndrome”. A diagnosis of “irritable colon” was made on 
the other two patients. 


In each case, the patient was started on tridihexethyl iodide with meproba- 
mate in place of the previously administered anticholine rgic-sedative combina- 
tion, the diet and antacid remaining unaltered. The method of administration 
was the same as for the previous drugs; i.e., one tablet with each meal and one 
or two tablets at bedtime. 


RESULTS 


Evaluation of results was based primarily on the degree of symptomatic 
relief obtained by the patient and secondarily on the objective findings. In 
Table I, under the heading “Response to Therapy”, “excellent” refers to the com- 
plete disappearance of all symptoms, “good” indicates the less than daily oc- 
currence of symptoms which were definitely much less severe than prior to this 
treatment, and “poor” or “questionable” refers to those patients whose symptoms 
remained unchanged or were only very slightly affected. 


On this basis, the results of treatment (Table IL) with tridihexethyl iodide 
and meprobamate were excellent or good in 18 or 90 per cent of the cases and 
poor or questionable in 2 or 10 per cent. It will be noted (T ae I) that both 
of these patients were “functional” cases. One of these (Case 3) began to show 


*Gastrointestinal Clinic, Metropolitan Hospital, New York, N. Y. 
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TABLE I 


Response to 
Patient I Diagnosis Present Side 
Therapy® Reactions 


W.de]J. Chronic duodenal ulcer | Excellent None 
Chronic duodenal ulcer Good None 
Irritable colont | Questionable Dry Mouth** 


Post cholecystec- Poor Dry Mouth, 
tomy svndromet drowsiness 


Peptic esophagitis Good Dry Mouth, 
Chronic duodenal ulcer drowsiness® ® 


Chronic duodenal ulcer Excellent None 
Chronic duodenal ulcer Excellent None 


Hiatus hernia Excellent None 
Chronic duodenal ulcer 


Chronic duodenal ulcer Excellent None 
Chronic duodenal ulcer Excellent None 
Chronic duodenal ulcer Excellent None 
Irritable colont Good None 
Chronic duodenal ulcer Excellent | None 


Hiatus hernia Excellent None 
Chronic gastric ulcer 


Chronic duodenal ulcer Excellent None 
Chronic gastric ulcer Excellent None 
Chronic gastric ulcer, Excellent None 
Hiatus hernia, 


Cholecystitis 


Chronic gastric ulcer | Excellent | None 


Chronic duodenal ulcer Excellent | None 


Chronic duodenal ulcer Excellent | None 


°Milpath 

+No adequate cause for patient’s symptoms could be discovered by usual modalities 
(including x-ray). 

°°Mild—Patient continued on medication 
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good symptomatic response after two weeks on medication. Because of the 
vagaries of the natural history of most gastrointestinal dysfunctions, however. 
the longer the delay in symptomatic response to drugs of this general type in 
any patient, the less reliable must be the conclusions drawn as to the efficacy 
of these drugs in that patient. It has been our experience with the use of anti- 
cholinergics (with or without sedatives or tranquilizers), that if improvement 
is not manifest within three or four days, further treatment with the same drug 
is generally useless. 


Fig. 1—X-ray (Case 17) at time of presentation (11 December 1957). P-A view showing 
large ulcer crater (arrow) on lesser curvature of stomach. Note also, small residue 
of barium in hiatus hernia. 


Side reactions in this group occurred in three patients. Two of these had 


dry mouth and drowsiness, and one had dry mouth only. These sy mptoms were 


very mild, however, and in no way interfered with continued drug therapy. 
Again it is interesting to note (Table I ) that two of these three patients were 
the same “functional” cases that did not respond well to the current treatment. 


Case 17:—(H. H.) This 62-year old widow was first seen 10 December 
1957; she complained of nausea, epigastric pain radiating through to the back, 
and constipation. These symptoms were of approximately four years’ duration. 
Shortly after the onset, she was told that “x- ray showed an ulcer”. Her condi- 
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tion improved on diet and medications, but thereafter she experienced recur- 
rences two to three times a year. In 1955 during one such recurrence, she was 
x-rayed and was told that she did not have an ulcer, but did have a hiatus 
hernia and a nonvisualizing gallbladder. A low fat diet and medications did not 
relieve her symptoms appreciably and she continued to complain of epigastric 
pain and constant nausea. In 1956 cholecystography again failed to demonstrate 
the gallbladder. 


She had asthma in childhood, with recurrence ten years ago. In 1952 her 
appendix was removed and six months later an incisional hernia was repaired. 
P} 


Fig. 2—Same patient (18 March 1958). After 10 weeks’ therapy (see text). Note complete 
disappearance of ulcer crater. 


In 1954 nasal polyps were removed. Her usual weight was 155 pounds, and 
there had been no recent weight loss. The significant physical findings were as 
follows: There were a few sibilant and sonorous rales scattered over both lungs. 
There was a healed lower right rectus scar. A sharp, nontender liver edge was 
palpated one fingerbreadth below the costal margin. There was marked tender- 
ness to palpation in the epigastrium, moderate tenderness in the left lower 
quadrant and only slight tenderness in the right subcostal margin on deep in- 
spiration. X-ray examination revealed a hiatus hernia (about one inch in diam- 
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eter) and a large gastric ulcer (Fig. 1). Cholecystography (double dose) failed 
to visualize the gallbladder. She was started on an ambulatory ulcer diet (modi- 
fied to restrict fat intake), anticholinergic-sedative, and aluminum hydroxide gel 
with milk of magnesia. After a week on this regimen, she returned, complaining 
of severe nausea and frequent episodes of pain. Questioning as to the regularity 
with which she took her medication revealed the fact that because of severe 
dryness of the mouth which awakened her at night, and obstinate constipation, 
she stopped the medication after three days and then tried it again, one day 
later. While taking the medication, she also found it difficult to “concentrate” 
while at work because of the drowsiness and uncomfortable dry sensation in 
her mouth. The anticholinergic-sedative was stopped, and tridihexethyl iodide 
combined with meprobamate was given in its place. The diet and antacid were 
unchanged. Within three days, her nausea was greatly diminished and her pain 
came on only occasionally. A week later she felt stronger and was now able to 


TABLE II 


No. of 
Patients Response Side Reactions 
Dry 
Drowsiness | Mouth | Other | Total 


Poor or 


Excellent Good Questionable 


1 (5%) | 


| 

15 (75%) | 305%) 2(108) | 2 (10%) 0 | 3(158) 
| 


Side reactions—2 patients noted mild drowsiness and dry mouth, one patient dry mouth 
only. In no case were the symptoms severe enough to warrant diminishing 


the dose. 


effect bowel evacuation with the laxatives she had tried unsuccessfully before. 
Her nausea and abdominal pain gradually disappeared completely and on 21 
January 1958 x-ray showed the ulcer to have greatly diminished in size. X-ray 
on 18 March 1958 showed complete disappearance of the ulcer niche (Fig. 2). 
The patient has remained symptom-free up to the time of writing. 


CoMMENT 


Reduced to its simplest terms, gastrointestinal dysfunction, as we know it 
today, results from at least two factors:—the specific etiologic factor (frequently 
unknown), and the aggravating or precipitating factor or factors—usually the 
emotions. Although the latter factor currently is greatly stressed, an important 
detail is frequently neglected. All too often new anxieties and tensions are pro- 
duced in the patient by prescribed treatment. Two of the most important types 
of drugs employed in the treatment of gastrointestinal disturbances are the 
anticholinergics and the sedatives or tranquilizers. It is well known that side 
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reactions very frequently accompany the use of these drugs, and where these 
undesirable effects are severe enough, the patient may not continue taking his 
medication or may do so irregularly and reluctantly, because of anxiety over 
the drug-induced new symptoms. This seriously impairs the results of the entire 
therapeutic regimen. 


With reference to the anticholinergics (the presently most widely used 
group of drugs in the treatment of gastrointestinal disturiances) . . . “the thera- 
peutic value . . . depends not only upon inhibition of secretion, but also upon 
the absence of untoward side reactions”. The same reasoning applies also to 
phenobarbital (or other barbiturates) so frequently used in conjunction with 
anticholinergics. The rationale of the use of the sedatives is, of course, well 
established. Even small doses in many patients, however, will produce the 
familiar drowsiness or “loginess” which can be very disagreeable or even danger- 
ous especially, for example, to the ambulatory patient driving an automobile or 
working with machinery. 


Because of these considerations, an anticholinergic with a low incidence of 
side reactions’® was used in combination with a tranquilizer that has been 
shown to be safe, well tolerated and effective. 


The encouraging clinical results of this investigation point up the fact that 
although poor progress is frequently due to poor patient cooperation, we can 
do much to improve this situation by recognizing the validity of the patients’ 
complaints with respect to side reactions and then prescribing medication with 
a low incidence of unpleasant effects. 


Since this group of patients was chosen because of sensitivity to anticholi- 
nergic-sedative, statistical evaluation of side reactions to the medication used in 
this study is not feasible. The reduction from 100 per cent of side reactions 
attributable to the previously used medication to only 15 per cent with tridi- 
hexethyl iodide-meprobamate, however, is indeed noteworthy. 


SUMMARY AND CONCLUSIONS 


1. Many patients with gastrointestinal disturbances fail to show the clinical 
response usually expected from sustained diet, anticholinergic-sedative, antacid 
regimens, (where indicated). Careful consultation with 20 patients with such 
therapeutic failures, as to the possible causes (in the absence of complications), 
disclosed the most important factor to be the side reactions from the drugs used. 


2. A combination of an anticholinergic exhibiting a low incidence of side 
reactions, with a tranquilizer (tridihexethyl iodide-meprobamate)* was substi- 
tuted in these 20 patients for the anticholinergic-barbiturate combination previ- 
ously administered. 


*Milpath. 
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3. Two patients (10 per cent) continued to show poor clinical response 
but the remainder (90 per cent) showed good to excellent clinical response. 


4. Three (15 per cent) of the patients exhibited some side reactions. These 
were mild and in no case were they severe enough to warrant discontinuance 
of medication. 


5. Statistical evaluation of side reactions in this series may be misleading 
because the group of patients studied is heavily weighted so far as sensitivity 
to anticholinergics is concerned. 


6. To be effective, medication should have no, or tolerable, side-effects, 
thereby ensuring patient cooperation. 
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ACUTE VIRAL HEPATITIS AND COMPLETE THYROIDECTOMY 


REPporRT OF A RARE CASE OF VIRAL HEPATITIS 


JOSEPH H. ISENSTEAD, M.D. 
Canajoharie, N. Y. 


Viral hepatitis has become a relatively common disease while a person 
without the thyroid is nowadays rarely encountered in medical practice. But 
when acute viral hepatitis strikes a patient with complete thyroidectomy and 
observations of scientific importance are made during the treatment, they war- 
rant a report of such an unusual combination which seems to have been the 
first one of its kind. 


REPORT OF THE CASE 


A. S., a housewife, age 66 years, was seen for the first time at the office on 
11 September 1957. For about 11 days, she was complaining of a distended 
abdomen, nausea, inappetence and tiredness. 


Her past history revealed common children’s diseases, no jaundice and no 
serious intestinal diseases. In 1912, she underwent an appendectomy and in 
1932, a complete hysterectomy. On 2 April 1945, she had a complete thyroidec- 
tomy for toxic nodular goitre. The thyroid was as large as a tangerine. The 
report of the pathologist stated that the microscopic examination of the thyroid 
tissue revealed lymphoepithelial hyperplasia, toxic type. Since then, the patient 
had taken thyroid substance, % grain, t.i.d. 


The patient had had her first menstruation at age 14, and the last one prior 
to the hysterectomy. She had two children. Her appetite had been pretty fair 
until the onset of the present disease. Her bowel movement was rather regular 
and her sleep good. She did not smoke or drink alcohol. 


The patient was a tall, well developed, white-haired woman, weighing 158 
Ibs. The sclerae of her eyes were yellowish-greenish. Her own teeth were re- 
placed by two dentures. The throat was slightly red, the peritonsillar lymph 
nodes were normal and the tongue was coated. The heart was slightly enlarged 
to both sides. The first apical and second aortic sounds were accentuated, the 
pulse was 92, irregular, hard and the blood pressure was 190/100. The lungs 
were normal. The abdomen was very much distended. The liver was enlarged 
by two fingerbreadths and sore to slightest touch. The spleen was palpable but 


not tender to touch. The temperature was 99.4. The color of the urine was dark 
brown. 


From the Amsterdam Hospital, Amsterdam, N. Y., (Service: Drs. C. A. Spence and 
R. W. Dunlap) and the author’s office. 
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A diagnosis of acute viral hepatitis was made and the patient was put on a 
high protein and carbohydrate diet without fats, Vitamin B-complex and 
peppermint tea. Strict bed rest at home was advised. 


Laboratory reports of 13 September 1957 revealed that the total serum 
proteins amounted to 6.95 gm. per cent. The serum albumin was 3.10 gm. per 
cent, the serum globulin 3.85 gm. per cent and the albumin/globulin ratio was 
reversed: 0.805. The serum bilirubin was 11.8 mg. per cent and the blood sugar 
94 mg. per cent. 


The patient was started on daily intramuscular injections of Pronor®, be- 
gin..ing with 1.5 c.c. and increased to 2 c.c. after 5 days. (Pronor® consists of 
liver and spleen extracts and insulin. It is indicated as a specific treatment in 
diseases of the liver and related organs.) Contrary to expectations, the course 
of the disease in this patient was not following the pattern established by other 
cases of viral hepatitis’. But the patient seemed to improve and after 11 injec- 
tions, she declared that she felt good and to quote her, “Everything is under 
control”. The examination revealed that the liver was barely enlarged and only 
a spot by the right aspect of the xiphoid process was still tender to touch. The 
spleen was just palpable and slightly tender. The color of the skin, the sclerae 
and the urine was lighter. On 1 October 1957, after 18 injections, the liver and 
spleen were just palpable and slightly tender. The laboratory reports, however, 
did not confirm this improved condition. Trying to find an explanation for this 
contradictory situation, the complete thyroidectomy became the center of fur- 
ther attention. On intense questioning, the patient admitted that she had never 
been in good condition since her last operation. She had been advised to be 
careful with the use of thyroid substance of which she had taken 1% grains 
every day. On 2 October 1957, the patient started to increase the amount by 
one-half grain and she felt better the next day. Seven days later, the laboratory 
reports were slightly improved. The liver was normal in size and to touch but 
the gallbladder was palpable and tender. The patient was permitted to have 
skimmed milk. During the next ten days she made more progress. She ate well, 
her bowel movement was normal. The color of the sclerae and the skin was 
much lighter and that of the urine nearly normal. The patient was permitted 
to be out of bed for half an hour daily. The gallbladder, however, remained 
tender to touch and it was decided on hospitalization for further investigation 
of this condition. 


On 21 October 1957, the patient entered Amsterdam Hospital. Dr. Spence 
examined her and his findings were as follows: “Liver was palpable and soft but 
not tender, about two fingerbreadths below the costal margin. The spleen was 
not palpable. There were well-healed incisions. No palpable masses.” 


On 22 October 1957, the right upper quadrant was x-rayed (Dr. L. 
Bolognino, Chief, Department of Radiology), with the following result, “There 
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is an oval soft tissue density noted in the right upper quadrant which may 
represent the gallbladder. No evidence of opaque calculi are demonstrated.” 
The next day, a gastrointestinal series was done and the report stated, “The 
stomach fails to reveal any intrinsic lesion. Peristalsis is active. The duodenal 
cap is negative for evidence of an ulcer. There is an extrinsic pressure defect 
noted on the lesser curvature portion of the duodenal cap probably due to 
gallbladder. The duodenal sweep visualizes normally. The gastrointestinal motil- 
ity as noted on the two-hour film is within normal limits.” 


The diagnosis of viral hepatitis was confirmed. 


The patient returned home from the hospital on 24 October 1957. She had 
generally improved as had the laboratory reports but they were far from normal. 
A week later, the patient came to the office for the first time. She was doing 
rather well. The liver and spleen were normal in size and to touch but she was 
repeatedly told to be strict with her diet and to rest as much as possible. During 
the middle of November, 1957, the patient committed several dietary mistakes 
which finally caused an attack of acute gastroenteritis with a fainting spell. She 
suffered a severe relapse. The liver was palpable and tender again as was the 
spleen. The sclerae turned green, the skin darker yellow and itching increased. 
On 26 November 1957 the patient was readmitted to Amsterdam Hospital. 


The examination of the abdomen by Dr. Spence revealed, “Considerable 
free fluid. There also was some tenderness over the gallbladder area; no rigidity; 
liver could not be palpated.” On 28 November 1957, the patient suffered a sud- 
den attack of weakness and abdominal cramping. She had a normal bowel 
movement which was somewhat green in color. The blood pressure was 120/75. 
The abdomen was slightly tender. According to Dr. Dunlap’s note, “It looked as 
if the patient may go into hepatic failure”. From then on, she took a steady 
downhill course and she died in hepatic coma on 6 December 1957. The final 
diagnosis was: Subacute viral hepatitis with hepatorenal syndrome (renal 
failure). 


PosTMORTEM 


Gross description:—This elderly female showed external icterus manifested 
by a diffuse orange-green discoloration of the skin and sclerae. 


Gastrointestinal tract:-The mucosa of the entire alimentary tract was mark- 
edly swollen, edematous and contained multiple petechiae. 


Spleen:—Weighed 400 gm. and was enlarged without distortion of the out- 
line. On section, the parenchyma was reddish-purple, firm, and homogenous. 


*The autopsy was performed by Dr. Arthur A. Stein, Director of the Montgomery 
County Laboratory, Amsterdam, N. Y. 
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Liver:—This organ weighed 900 gm. and contained irregular, nodular areas 
up to 4 cm. in diameter. On section, the parenchyma showed a mottled, 
yellowish-brown surface with distention of the central veins. The size of this 
organ and its gross characteristics are typical of subacute infectious hepatitis. 


Gallbladder and bile ducts:—Normal. 
Pancreas:—Normal. 


Kidneys:—Each weighed 30 gm. Capsule stripped with ease leaving pale, 
bile-stained, focally hemorrhagic surface. On section, the cortices bulge indicat- 
ing cholemic nephrosis. Mucosa of pelvis, ureter and bladder showed edema 
and focal petechiae. 


Evaluation:—This elderly white female showed the gross findings of sub- 
acute infectious hepatitis and terminated with cholemic nephrosis. Progressive 
hepatic failure resulted in a typical hepatorenal syndrome and death. The his- 
tory of previous total thyroidectomy is of real interest in relationship to pro- 
gressive hepatic disease. 


In order to get an authoritative evaluation of the liver tissue, slides were 
sent to Dr. Hans Popper*® and he graciously replied with the following report 
of 28 January 1958. 


“The specimen represents indeed a very unusual picture in that the lobular 
architecture appears preserved with relatively few areas of postnecrotic collapse 
noted and consequently only a few regenerative nodules are seen. The paren- 
chyma appears in general surprisingly well preserved. Only occasionally are 
acidophilic bodies seen, and only in the center of the lobule is severe bile stasis 
with small centrolobular necrosis noted. Extensive hepatocellular regeneration 
is reflected in the two or more cells thick plates on the lobular periphery. The 
most conspicuous changes are the severe portal and periportal inflammation 
associated with tremendous ductular cell proliferation and intrahepatic chole- 
stasis. 


“I therefore believe that this lady suffered from viral hepatitis with the rare 
transition into subacute cholangiolitis in that the hepatocellular manifestation 
seemed to subside whereas ductular manifestations with bile stasis became pre- 
dominant. The biliary inflammation is in keeping with this interpretation. 

“I have no way of knowing whether the thyroidectomy had anything to do 
with this situation but I would not believe that, if it had, faulty regeneration 
is the mechanism involved.” 


*Director, Department of Pathology, Mount Sinai Hospital, New York, N. Y. 
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Lasoratory TEsTs*® 


The course of this case was regularly followed-up with a group of labora- 
tory tests which included the serum proteins and serum bilirubin. The signifi- 
cant relationship between the albumin/globulin ratio and the liver function has 
been explained in another paper®, from which the following paragraph is 
quoted: “As important as the independent and rapid shift of the blood proteins 
and the A/G ratio are for the evaluation of the liver function, as essential is 
the fact whether they are within the normal range. As long as they are, the 
liver function can be considered to be generally efficient and the change of the 
blood proteins one hour and two hours after the injection will measure the 
degree of the dysfunction. But when the globulin fraction increases to more 
than 2.6 gm. per cent and the A/G ratio is lower than 1.3, it is to be assumed 
that the hyperfunction of the liver has reached its peak and will slowly turn 
into a hypofunction. It is probable that then a liver biopsy would show histo- 
pathological changes of the hepatic tissue.” In order to clarify these statements 
it must be mentioned that the normal ranges of the serum protein fractions are 
as follows: serum albumin 4.2-5.2 gm. per cent and serum globulin 1.6-2.6 gm. 
per cent. The normal A/G ratio runs from 1.3-3.0. 


The figures of the laboratory results are contained in Table I. 


These figures illustrate the course of this case better than words can de- 
scribe it. From beginning to end, the patient offered hypalbuminemia, hyper- 
globulinemia and an A/G ratio below 1.3. The highest figure for the serum 
albumin was 3.95 gm. per cent, the lowest was 2.50 gm. per cent; for the serum 
globulin they were 4.2 gm. per cent and 3.2 gm. per cent respectively. The 
highest A/G ratio was 1.215 and the lowest 0.641. The serum bilirubin (normal 
range: 0.2-0.8 mg. per cent) fluctuated during the first 18 days and slowly de- 
creased from 14.6 mg. per cent to 7.4 mg. per cent but amounted to 18.2 mg. per 
cent when the patient suffered a severe relapse. 


The most remarkable fact, however, is the discrepancy between the results 
of the laboratory tests and the general condition of the patient. She improved 
slowly. After nearly six weeks of treatment her physical condition seemed to be 
satisfactory but the figures of the laboratory reports did not confirm this im- 
pression. This unusual situation which never had happened before in any other 
case was given much attention. Finally, one cause remained which could explain 
the course of this case which was so different from the well established pattern 
in other patients: it was the complete thyroidectomy. 


*These tests were run by Miss June Devine of the Montgomery County Laboratory, 
Amsterdam, N. Y., who did the blood chemistry and Edna Dillenbeck, R.N., of the 
Canajoharie Branch. 
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LiveR DIsEASE AND COMPLETE THYROIDECTOMY 
All efforts to locate a scientific paper dealing with hepatic disease and 
complete thyroidectomy were in vain. Apparently a case of this kind has never 
been observed. 


Information on the relation between the liver and the normal thyroid, how- 
ever, was obtained from the book “Liver: Structure and Function” by Popper 


TABLE I 
| | 
= 

| | = = 

Leal, asl @e| Ex | | ye 

| | 
9/13/57 46 | 7.500 | 6.95 | 3.10 | 3.85 | 0.805 11.8 | 666 94 
9/17/57 | 46 | 6.500 | 7.20 | 3.95 3.25 | 1215 | 14.1 | 80 98 
9/20/57 7.20 3.50 3.70 0.946 12.6 80 110 
0/24/57 | 45 5.900 7.40 3.70 3.70 1.060 12.2 75 98 
10/1/57 4.4 6.100 7.40 3.20 4.20 0.762 14.6 75 100 
10/8/57 | 45 | 7.300 | 800 | 395 4.05 | 0975 | 146 | 666 98 
10/15/57 4.4 7.700 7.20 3.60 3.60 1.000 14.4 66.6 110 
10/22/57 | 4.0 | 4.000 | 680 | 360 | 3.20] 1.111 | 104 | 46 110 
10/29/57 | 4.4 | 7.100 | 7.40 | 3.85 | 3.55 1.084 8.6 | 40 110 

11/5/57 44 | 7.300 | 7.40 | 3.85 | 3.55 1.084 7.7.| 31 110 
11/12/57 | 45 | 7.500 | 7.00 | 3.50 | 3.50 1,000 76 | 33.3 107 
11/19/57 4.5 7.700 | 6.80 3.50 3.30 1.060 7.4 35 107 
11/26/57 4.5 | 11.700 | 7.20 | 3.00 | 4.20! 0.714 18.2 | 66 100 
11/27/57 3.4 | 4300 | 660 | 2.70 | 3.90 0.692 81 
12/2/57 | 3.9 | 4.200 | 5.30 | 250 | 3.90 | 0.641 64 


and Schaffner®. Quoting from Chapter 49, the authors state: “In thyroid-fed 
animals, the liver is larger than normal and the hepatic cells are hyperplastic 
and basophilic. Single injections of thyroxin also enlarge the liver and increase 
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the hepatic proteins and nucleic acids. The thyroid gland has been said to be a 
regulator of hepatic regeneration which is impaired in thyroidectomized animals 
although thiouracil increases the rate of regeneration. 


“As part of its general metabolic effect, thyroid hormone influences the 
cytochrome mechanism, ATP., and oxidative phosphorylation of the liver. Thy- 
roidectomy prevents the development of a fatty liver from lipogenic diets. 
Phospholipid turnover in the liver is increased by thyroxin and decreased by 
thiouracil. Hepatic glycogen is reduced by thyroid administration an effect 
which has been utilized in assaying the potency of thyroid preparations. The 
decrease is partly the result of reduction of lactic and dehydrogenase activity, a 
specific effect of thyroxin, since other hepatic enzymes are inreased rather than 
decreased. Vitamin B-complex preparations, primarily Vitamin Bi2, counteract 
this effect, along with other manifestations of experimental hyperthyroidism. 


“Many histologic changes have been produced in animals depending upon 
dosages and other experimental circumstances. The changes vary from necrosis 
of individual hepatic cells to edema, atrophy, and focal and central necrosis. 
Fat deposition is localized to the central zone in which fatty cysts develop. 
These alterations are severely aggravated if excessive thyroid feeding is com- 
bined with chloroform intoxication, various infections and anoxia. Such factors 
also produced the lesion if combined with administration of amounts of thyroid 
otherwise innocuous. 


“Influence of the liver on the thyroid gland: The level of serum-precipitable 
iodine is elevated in early stages of hepatitis but is low or normal in cirrhosis 
and normal in obstructive jaundice, possibly because of a specific metabolic 
function of the liver. The liver is one of the most important sites of accumula- 
tion of injected labeled thyroxin. It is converted to an unknown iodine- 
containing compound and excreted in the bile. The excretion is increased in 
hyperthyroid animals and reduced in hypothyroid animals; whether this applies 
to man is questionable.” 


COMMENT 


To arrive at an objective evaluation of the scientific facts which this patient 
has presented requires consideration of all those points which may help to shed 
some light on the course of this rare case and the general relationship between 
hepatic disease and the thyroid. 


The patient underwent complete thyroidectomy on 2 April 1945. For more 
than 12 years, she had taken % grain of thyroid, t.id. She had stated that she 
had never felt good since the operation and it must be assumed that she had 
not had as much thyroid as she had needed. 


But did this drug keep its potency? This question has recently been dis- 
cussed by Dr. Arnold S. Jackson in a letter to The Journal of the American 
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Medical Association’. He wrote: “This is a subject (thyroid stability) in which 
I feel a comparison cannot be made between the results obtained in rats and 
men. In some drugstores and in some doctor's offices, bottles of thyroid are 
opened and may stand on shelves for months and years. As stated in my article, 
seldom has more than two grains of thyroid been required to control hypo- 
thyroidism, providing the drug was not impotent.” 


The patient had lived in a smaller community where it is customary to 
write prescriptions for original bottles of 100 thyroid tablets. It is usually opened 
three times daily and will be emptied in 33 days. It can be concluded from 
these facts that the potency of the drug will slowly be reduced but some of it 
will be maintained until the last tablet is taken. 


This situation only applies to a person whose gastrointestinal tract is in 
average normal condition, permitting continued absorption of the drug finally 
being carried to the liver. The patient in question, however, suffered from viral 
hepatitis with jaundice. Furthermore, the postmortem report stated that, “the 
mucosa of the entire alimentary tract was markedly swollen, edematous and 
contained multiple petechiae.” It is only possible to guess for how long the 
impaired intestinal mucosa prevented full absorption of the thyroid substance 
but it must be assumed that the diseased liver was unable to put to full use the 
thyroid hormones thyroxin and triiodothyronine which are urgently needed for 
the body’s metabolism. [t was stated before that single injections of thyroxin 
into animals enlarge the liver and increase the hepatic proteins and nuclear 
acids. Whether the results can be applied to man is uncertain but the evaluation 
of the course of the serum proteins and the A/G ratio may contribute to the 
solution of this problem. 


During the treatment of hepatic disease with the aforementioned injection, 
the serum proteins follow a specific pattern. In viral hepatitis, including homolo- 
gous serum jaundice, the serum albumin will at first decrease, the serum globu- 
lin will increase and accordingly the A/G ratio will be lowered. After eight to 
ten days, a reversal will slowly take place: the serum albumin will increase, 
the serum globulin will decrease and the A/G ratio will rise. Closely following 
this course, the condition of the liver and with it that of the patient will improve 
and in about six to eight weeks, he will be able to resume his regular work. The 
A/G ratio is the infallible indicator of therapeutic progress and prognosis. This 
concept has been fully confirmed by Dr. Armando Pareja C.°, professor in 
internal medicine of the medical faculty of the University of Guayaquil. 
Ecuador, S. A. 


From the third laboratory report on (20 September 1957), the results of 
the tests in this special case were not in accordance with established facts. 
Before the treatment with the injection started, the serum albumin was 3.10 gm. 
per cent, the serum globulin 3.85 gm. per cent and the A/G ratio was reversed: 
0.805. After four injections, the expected increase of the albumin fraction and 
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the decrease of the globulin fraction had taken place and the A/G ratio reached 
its highest figure of 1.215 but still was not up to the lowest normal of 1.3. In- 
stead of further improvement, however, the third report offered lower ‘“igures 
for the albumin fraction—3.50 gm. per cent—and the A/G ratio—0.946—and a 
higher globulin fraction of 3.70 gm. per cent. These results seemed incredible 
but were confirmed by the further course. 


From the beginning, the total proteins were within the normal range, only 
once they increased to 8 gm. per cent. But there always was hypalbuminemia 
and hyperglobulinemia and the A/G ratio was below 1.3. It was to be expected 
that, as in other cases, the special treatment would finally bring the usual favor- 
able reversal about but it never happened. The close observation of the patient 
gave the impression which was confirmed by the laboratory reports that in spite 
of the specific stimulation by the injection, the liver was in a state of severe 
hypofunction from which it was unable to recover. In pathologic conditions, 
the total serum proteins may rise to 10 gm. per cent and the serum globulin to 
7.5 gm. per cent. But the patient was only able to synthesize 4.2 gm. per cent 
of serum globulin which apparently was not sufficient to fight this severe dis- 
ease successfully. According to Dr. Popper's report, the patient, “suffered from 
viral hepatitis with the rare transition into subacute chclangiolitis in that the 
hepatocellular manifestations seemed to subside whereas ductular manifesta- 
tions with bile stasis became predominant. The biliary inflammation is in keep- 
ing with this interpretation.” 

In consideration of all these data and the previous statement that, “the liver 
is one of the most important sites of accumulation of injected labeled thyroxin” 
and that, “this hormone increases the hepatic proteins”, it is to be concluded 
that a relative or absolute deficiency of the thyroid hormones was the cause for 
the irregular course of this case. In this connection it must be pointed out that 
viral hepatitis in older patients is much oftener fatal than in younger ones. In 
older people hypothyroidism is known to be a rather common condition which 
is often overlooked. Therefore, it seems very likely that the successful treatment 
of viral hepatitis in older patients with symptoms of hypothyroidism should not 
only consist of the special injection but also of the intramuscular administration 
of thyroid hormones. More clinical investigations, however, will be necessary to 
confirm this theory. 


SUMMARY 


A case of acute viral hepatitis in a female patient, age 66, with complete 
thyroidectomy is reported. In spite of specific therapy she died of hepatic 
failure, 85 days after onset of the disease. The course of the serum proteins and 
the A/G ratio were contrary to experience and expectations. 


It is assumed that the cause for the fatal outcome was a relative or absolute 
deficiency of thyroid hormones. It is suggested that they should be intra- 
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muscularly administered in proper cases. Further investigation of this problem 
is deemed necessary. 
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A CLINICAL EVALUATION 
OF A NEW ANTICHOLINERGIC-ANTACID COi!BiNATION 
IN THE TREATMENT OF GASTROINTESTINAL DISORDERS 


CHARLES W. HOCK, M.D. 
Augusta, Ga. 


An examination of current medical therapy reveals that antacids and anti- 
cholinergics are the agents most frequently employed in the treatment of gastro- 
intestinal disorders, supported as required, by milk and diet. This is not sur- 
prising since there is general agreement that hypermotility and hypersecretion 
are responsible for the majority of the complaints voiced by patients. 


Though the number and variety of antacids and anticholinergics presently 
available is quite large, their usefulness is limited by their short duration of 
action. Frequent administration imposes a burden, both in terms of inconven- 
ience and cost, which few patients are willing to assume for any length of time. 
A preparation which provides greater clinical benefit for longer periods of time 
has obvious advantages. 


We have evaluated such an agent in the form of BepHan Spacetabs over 
the past nine months. Our observations, reported here, indicate that the clinical 
effect of this preparation is indeed longer lasting and that it represents a distinct 
advance in the medical management of patients with gastric distress. 


MATERIAL AND METHOD 


The preparation used in this study was BepHan Spacetabs*, a tablet con- 
taining the antacid-anticholinergic combination of 450 mg. aluminum hydroxide 
glycine with 60 mg. magnesium oxide and 0.5 mg. bellafolinet. The latter two 
drugs are incorporated in a sustained-action medium for slow release over an 
extended period of time. 


There were 109 patients in whom this preparation was evaluated. Of these, 
83 were male with an average age of 45 years and 26 females averaging 48 years 
of age. The diagnoses are shown in Table I and were made on the basis of 
history and complaints, the nature and frequency of which are shown in Table 
II, and diagnostic studies including gastrointestinal series, barium enema, gal!- 
bladder visualization and sigmoidoscopy. Routine stool and urine examinations, 
Kahn test and complete blood counts were also performed. 


The majority of these patients were under treatment at the time BepHan 
Spacetabs were made available to us. The agents then in use were of wide 


2 *A product of Sandoz Pharmaceuticals, Hanover, N. J. 
tTotal levorotatory alkaloids of belladonna. 
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variety and included antacids, anticholinergics, sedatives, “tranquilizers”, and 
CNS stimulants. These were all withdrawn initially so as to more accurately 
appraise the clinical effects of BepHan Spacetabs alone. Sedatives were reintro- 
duced only when necessary, usually at times of severe emotional upsets. A 
standard ulcer diet and hourly milk feedings were maintained throughout in all 
cases to permit comparison of the present therapy with that employed pre- 
viously. 


DosAGE 


We believe strongly that conditions such as peptic ulcer, duodenitis and 
gastritis demand intensive treatment in order to assure the patient greatest re- 
lief of the distressing symptoms associated with these conditions. This requires 
some degree of experimentation to determine the best dose for each patient, 
but the results more than justify the extra effort involved. 


TABLE I 
Diagnosis: 


We have employed an intensive-therapy regimen in this study of BepHan 
Spacetabs by pushing dosage to the point at which dryness of the mouth 
and/or some blurring of vision are deliberately evoked. Though these are com- 
monly referred to as side-effects, we consider them as extensions of peripheral 
cholinergic blockade and use them as end-point in selecting the optimum dose 
for each patient. 


At the beginning of this study, we experimented with various doses starting 
with two tablets daily to one every hour. We found that one Spacetab taken 
four times daily was the average maximum tolerated dose from which the 
majority of patients derived the greatest benefit. Two Spacetabs daily, in half- 
tablet increments, were used in patients with greater sensitivity to bellafoline. 
In such cases and where required, supplementary antacid was provided in the 
form of “pHan” tablets, each of which contains 60 mg. magnesium oxide in 
sustained-release form with 450 mg. aluminum hydroxide glycine but no bella- 
foline. On the other hand, an indication of the wide variation in individual 
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response and toleration is found in one patient who took one BepHan Spacetab 
every 90 minutes throughout the day. He reported that the dryness produced 
by this dose was insignificant when compared with the marked relief of his 
symptoms. 


Duration of treatment averaged 13 weeks. As the study progressed, it be- 
came more and more apparent that best results were obtained when the tablets 
were given prior to meals and chewed thoroughly. 


RESULTS 


Table III provides a measure of the symptomatic relief obtained with 
BepHan Spacetabs. The marked to complete relief of “burning” in 104 of the 
134 instances in which this was evidenced provides a good index of the efficacy 


TABLE II 


Symptoms Number 


Burning—epigastric and esophageal 
Epigastric fullness and pressure 
“Gas” 

Constipation 

Abdominal pain (cramps) 

“Sour stomach” 


Chest pain 


Diarrhea 


of this preparation, since it is usually the most distressing symptom experienced 
by the ulcer patient. A similar effect was also obtained in 75 per cent of the 
cases of epigastric fullness and pressure. Only four patients in the entire series 
failed to get relief from the “gas” or feeling of abdominal pressure they experi- 
enced. It is interesting to note the favorable effect on constipation and this may 
be attributed to the magnesium oxide contained in this preparation. Where 
indicated, this was supplemented by a teaspoonful of magnesium carbonate 
daily or every other day. Good to excellent results were also obtained in a high 
percentage of the cases of abdominal pain, “sour stomach” and chest pain. 
Nausea and vomiting were relieved as well. Onset of therapeutic effect usually 
occurred within 30 minutes. The reduced need for medication was tangible 
evidence of the prolonged activity of this preparation, and contrasted with the 
frequent administration of medication previously employed. This was one of 
the most gratifying aspects of the response to BepHan Spacetabs. 
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SmpE-EFFECTS 


We list dryness of the mouth and blurring of vision (see Table IV), even 
though we pushed dosage to elicit these effects as guides to the selection of 
adequate dosage. We were careful not to use the preparation in cases of ele- 
vated intraocular tension and we moderated dosage in the elderly patients. 
Discomfort was confined in most instances to the first few days of treatment 
after which the patients adjusted to it. Dosage was reduced in those cases which 
were unable to tolerate the dryness, and pHan added to their regimen as 
required. 


TABLE III 


Symptoms Results* 


Excellent Good 


Burning—epigastric and esophageal 104 
Epigastric fullness and pressure 68 


“Gas” (excessive flatus, abdominal 
pressure ) 


Constipation 

Abdominal pain (cramps) 
“Sour stomach” 

Chest pain 

Nausea 

Vomiting 


Diarrhea 


*Excellent — Complete or Marked Relief 
Good — Moderate Relief 
Poor — No Relief 


COMMENT 


There is ample evidence to support the view that pain and other symptoms 
are due to excessive motor activity of the gastrointestinal tract. This suggests 
that measures to suppress hypermotility should receive serious consideration in 
the medical management of gastrointestinal disorders. 


Jones' has recommended the use of full tolerance doses of atropine, i.e. 
doses just short of those which produce dryness of the mouth or visual disturb- 


ances as the only effective means of re ducing hypermotility and hypersecretion. 
He has reported that such a regimen achieves what might be classed as a 
“medical vagotomy” and is more than adequate for effective treatment of pe ptic 
ulcer. A larger body of opinion holds that antacids are also required to provide 
relief from the “burning” and other distressing symptoms characteristic of peptic 
ulcer. 


621 
Poor 
26 { 
19 
22 13 ] 
20 12 l 
12 3 l 
7 4 
7 l 
6 l l 
2 l l 


THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


BepHan Spacetabs provide a combination of agents representing both 
points of view. The anticholinergic activity of bellafoline is twice as potent as 
that of atropine” and lasts twice as long®. The duration of its action has been 
further extended in this preparation by incorporating it in a retarding agent 
from which it is released slowly over a period of 8-10 hours. The magnesium 
oxide is also treated similarly while the aluminum hydroxide glycine is well- 
established as a neutralizing agent. 


We have adapted Jones’ method to BepHan Spacetabs to provide the in- 
tensive therapy we believe essential if ulcer patients are to derive the greatest 
benefit. The prolonged reduction in gastrointestinal motility afforded by this 
preparation serves another and very important purpose, viz., to retard emptying 
of the stomach. As a result, the antacids are retained in the stomach for a longer 
period of time so that greater interaction between antacid and acid takes place. 


TABLE IV 
Side-effects: 
Dry mouth® 
Blurring of vision® 
Nausea 
Urinary retention 


Headache 


*Dosage was pushed to elicit these effects. 


This is in agreement with the observation by Kirsner and Palmer* that a delay 
in gastric emptying time leads to more efficient neutralization. 


The sustained therapeutic activity of this preparation is reflected to advan- 
tage in considering whether this is a practical form of treatment. The ingestion 
of two to four tablets daily is certainly more convenient and less onerous than 
some complicated procedures that have been proposed for extended suppression 
of peptic activity. The same advantages apply also in comparing the dosage of 
BepHan Space etabs with the more frequent administration of other preparations 
used in the treatment of peptic ulcer. 


SUMMARY 


Two factors, said. to contribute to the medical management of peptic ulcer, 
have been explored in this clinical evaluation of BepHan Spacetabs: 


l. That the use of an anticholinergic in full tolerance doses provides maxi- 
mum reduction of hypermotility and hypersecretion. 
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2. That the reduction in intestinal motility obtained with such a regimen 


slows gastric emptying, thereby increasing the acid-neutralizing power of 
antacids. 


The results obtained in this study indicate that these two desiderata were 


well realized and that this new anticholinergic-antacid combination is an espe- 
cially useful one for the treatment of gastrointestinal disorders. The prolonged 
relief of burning, bloating, heartburn and cramps afforded by BepHan Spacetabs 
attests to the effectiveness of this preparation. 


CONCLUSION 


Marked symptomatic relief, good toleration, ease of administration and 
excellent patient acceptance were demonstrated in this clinical evaluation of 
BepHan Spacetabs. We believe that the sustained therapeutic activity provided 
by this preparation represents an important contribution to the medical man- 
agement of gastrointestinal disorders characterized by hypermotility and hyper- 
secretion. 
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Clinicopathological Conference * 


from the Department of Medicine (Gastroenterology ), 
University of Southern California School of Medicine, 


Los Angeles, Calif. 


PROTOCOL 


A 67-year old caucasian spinster complained of abdominal pain and swell- 
ing of five years’ duration. Severe, lancinating, momentary pains radiated from 
the right costovertebral angle to the xiphoid and right hypochondrium. Such 
pain frequently awakened her at night. She acknowledged lifelong malnutrition, 
but had never used alcohol or tobacco. At the onset of her pains, cholecysto- 
gram, stomach and chest roentgenographic studies were reported negative. 
Hemoglobin read 15 gm., erythrocytes 5.14 mil., and leucocytes 8,900 with nor- 
mal differential. Basal metabolic rate was +11, and she weighed 115 pounds. 
One year ago proctosigmoidoscopic and barium enema examinations were re- 
ported as normal. Two months prior to admission the patient awakened at night 
with steady right lower chest pain that lasted two hours without diaphoresis or 
vomiting. Her father died of tuberculosis, and one well-nourished sister expired 
with painless cirrhosis. 


Physical examination revealed a poorly-nourished, thin woman who was 64 
inches tall and weighed 97 pounds. Her complexion was brownish-yellow and 
scleral icterus was absent. Chest and heart were clear to percussion and auscul- 
tation. The pulse was regular at 104 and blood pressure measured 110/80. A 
firm, finely-nodular, nontender liver extended six cm. below right costal margin. 
The spleen descended three cm. below left costal margin. Proctoscopic examina- 
tion to 24 cm. was negative. 


Laboratory studies revealed a normal urinalysis, hemoglobin of 13.8 gm., 
erythrocytes of 4.61 mil., and leucocytes 13,000 with 28 lymphocytes, 5 mono- 
cytes, 55 segmented neutrophils, 6 band forms, 4 eosinophils, 1 basophil and 1 
metamyelocyte. Sedimentation rate was 22 mm. in one hour ( Westergren ) 
Direct bilirubin was 0.25 mg. and total 0.65 mg. Alkaline phosphatase was 4.9 
Bodansky units, prothrombin time was 16.5 seconds with a control of 15 seconds, 
and the bromsulfalein dye retention was 1.5 per cent in 45 minutes. Roentgen 
studies revealed a nonvisualization of the gallbladder, and normal chest, colon 
and stomach. 


Surgical exploration was refused by the patient. She did not follow a high 
protein and carbohydrate diet with vitamin supplements. Swelling of the ankles 
and abdomen with a weight gain to 112 pounds and hepatic fetor were manifest 

*Patient was observed and all studies made at the Fisher-Hauch Medical Clinic and the 
Pomona Valley Community Hospital, Pomona, Calif. 
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in two months. Hemoglobin was 10.8 gm. with serum albumin 3.7, and globulin 
2.0 gm. Prothrombin time was the same as the control, and no bromsulfalein dye 
was retained. Cholesterol was 178 mg., sugar 105 mg., and alkaline phosphatase 
3.3 Bodansky units. With a sodium-poor diet and thiomerin, weight decreased 
11 pounds in 14 days. Paracentesis yielded 1,700 c.c. of clear, straw-colored 
fluid. It contained 364 erythrocytes and 3 leucocytes per cu. mm., and routine 
and acid-fast culture media yielded no growth. Abdomen was flat and soft with 
a definite hepatosplenome galy, the liver being irreguiar, nodular and slightly 
tender. Five days later she experienced frequent tarry stools. Blood pressure was 
100/50, pulse 120, hemoglobin 5.9 gm. and ery throcytes 2 2.12 mil., with normal 
prothrombin time, bilirubin, alkaline phosphatase and bromsulfalein dye test. 
Esophageal varices were now demonstrated on repeat upper gastrointestinal 
study. She received 1,500 c.c. blood and her hemoglobin was 10.9 gm., 15 days 
later, with serum albumin 4.2, and globulin 2.9 gm. 


Within one month, while being considered for portocaval shunt she had 
recurrent tarry stools and hemoglobin dropped to 6.5 gm. She received 3,000 c.c. 
blood. Pulse ranged around 110 and blood pressure 136/66. Hemoglobin was 
restored to 10.9 gm. in six days, but serum albumin was 2.8, and globulin 1.2 
gm. The left lobe of the liver became more enlarged and tender. Ascites in- 
creased, weight went up to 110 pounds, and she complained of increasing 
abdominal discomfort. Paracentesis yielded 4,300 c.c. clear, straw-colored fluid. 
No tumor or other pathologic cells were identified. One month later she vomited 
bright red blood. Blood pressure was 122/40 and pulse 132. Ascites was again 
prominent. Hemoglobin was 9.2 gm., erythrocytes 3.27 mil., and leucocytes 
10,900, with lymphocytes 20, monocytes 5, segmented neutrophils 56 and band 
forms 19. Pulmonary edema ensued and she expired 36 hours after onset of her 
first bout of hematemesis, ten weeks after her first melena, and nine months 
after onset of recent care for abdominal pain and swelling of five years’ duration. 


DISCUSSION 


Edward W. Hauch:—Dr. Wallace, we would appreciate your opening 
the discussion. 


Dr. Alexander Wallace, I1I:—Conditions to be considered in the anicteric 
patient with hepatomegaly and portal hypertension, but normal liver function 
tests are 1. hemochromatosis, 2. amyloid disease, 3. diseases involving the vascu- 
lature of the liver, such as portal vein thrombosis and Chiari’s syndrome, 4. 
blood dyscrasia, and 5. metastatic or primary carcinoma of the liver. The evi- 
dence for portal hypertension ( hepatosplenomegaly, esophageal varices and 
ascites) seems difficult to dispute. A needle biopsy of the liver, sternal marrow 
examination and perhaps esophagoscopy would have added considerably to the 
diagnostic investigation of this patient. The age and sex of the patient certainly 
are against the diagnosis of hemochromatosis as is the normal fasting blood 
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sugar. The normal urinalysis and absence of macroglossia, cardiac abnormality 
and the rarity of the diagnosis make amyloid a remote possibility. Furthermore, 
the presence of the portal hypertension would mitigate against this impression. 
Extrahepatic portal hypertension from whatever cause is not commonly associ- 
ated with normal liver function tests, and one of the various syndromes involv- 
ing the portal vein or hepatic veins may be a diagnostic possibility. There was 
no hematological evidence to suggest a blood dyscrasia. The duration of the 
illness seemed against a malignancy either primary or metastatic. It seems 
extremely unlikely that carcinoma of the liver, primary or metastatic could 
result in portal hypertension. The atypical nature of the pain, the questionable 
cholecystogram and the absence of jaundice are certainly against the diagnosis 
of biliary tract disease and its complications. 


Dr. Hauch:—What differential evidence do you feel exists, Dr. Redeker, for 
intra- or extrahepatic portal vein obstruction? 


Dr. Allan G. Redeker:—It would appear that this woman had portal hyper- 
tension manifested by esophageal varices, from which she bled terminally. The 
ascites and the splenomegaly were probably also manifestations of portal hyper- 
tension. If this were due to extrahepatic portal vein obstruction, then the 
hepatomegaly would imply two diseases. For this reason, plus the relative infre- 
quency of extrahepatic portal block, and the somewhat lower incidence of 
ascites with extrahepatic obstruction, I think I would discard this and choose 
to explain her portal hypertension on the basis of some disturbance in the liver. 
This, however, is difficult to do. The only apparent evidence for liver disease is 
the liver enlargement and the ascites and the progressive drop in the serum 
albumin. The very low bromsulfalein retention is particularly disturbing, and | 
cannot account for this. The failure of jaundice to appear at any time after a 
hemorrhage is strong evidence against diffuse or cirrhotic liver disease. On the 
other hand, the low bromsulfalein retention and the normal alkaline phosphatase 
do not suggest such locally obstructing lesions as cysts, abscesses or tumor of 
the liver. There is nothing to suggest primary biliary cirrhosis or sarcoidosis. 
The pain sounds more like a radicular pain than something connected with her 
primary disease. A sister died with cirrhosis. Could this be a familial liver dis- 
ease? Certainly Wilson’s disease seems very unlikely in the absence of any 
mention of neurological abnormalities. In the light of the long course of this 
disorder, I must settle for some chronic, diffuse hepatic disease which could 
produce severe portal hypertension, in other words a cirrhotic type of liver 
disease, the etiology of which is not apparent to me. I am not very satisfied 
with this diagnosis, but I can make no other. 


Dr. Hauch:—What if any evidence suggests a surgical lesion, Dr. Mikkelsen? 


Dr. William P. Mikkelsen:—I cannot see cholelithiasis as part of the clinical 
picture here. Lack of concentration of dye by the gallbladder in a patient with 
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hepatomegaly does not carry the usual significance. Further, the lack of chills, 
fever, jaundice and real colicky pain mitigates against choledocholithiasis and 
subsequent biliary cirrhosis. Chiari’s syndrome seems unlikely in view of the 
protracted course and the relatively normal liver function tests. In spite of the 
hepatomegaly, insufficient evidence exists for a diagnosis of cirrhosis. The 
familial association and skin pigmentation suggests hemochromatosis, although 
it is exceedingly rare to encounter this disease in females. Primary hepatic 
carcinoma is suggested by the enlarging liver with increased pain and tender- 
ness. Primary carcinoma is a rather frequent complication of hemochromatosis. 
This combination would appear to represent a tenable diagnosis in this patient. 


Dr. Hauch:—Dr. Haverbeck, to what extent would you consider hemo- 
chromatosis? 


Dr. Bernard J. Haverbeck:-Hemochromatosis could explain this picture 
except the coloration of her skin was described as brownish-yellow which is not 
typical for this disease and pain was a prominent feature. As this patient’s liver 
function studies were normal and pain was such a prominent feature, I would 
favor a diagnosis of a liver neoplasm rather than cirrhosis. 


Dr. Hauch:—Would you wish to add anything, Dr. Oetting? 


Fig. | Fig. 2 
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Dr. Henry K. Oetting:—A consideration that has not been mentioned would 
be pancreatic disease. The patient’s pain seemed rather bizarre, however, with 
distress in the lower dorsal area I would consider pancreatic neoplasm. Involve- 
ment of the head of the pancreas seems unlikely due to the absence of jaundice, 
however, a lesion of the body or tail could metastasize to the liver and produce 
portal hypertension. The splenomegaly could be due to the latter or thrombosis 
of the splenic vein. A certain number of pancreatic carcinomas produce a 
fibrinolysin which produces a hemorrhagic diathesis. This may present itself 
primarily as gastrointestinal bleeding alone, although it is usually associated 
with subcutaneous ecchymosis. 


Clinical Diagnosis:—Cirrhosis of liver. 


Conference Diagnosis:—Portal hypertension due to intrahepatic lesion. 
Cirrhosis? Neoplasm? 


Anatomical Diagnosis:—Primary carcinoma of the liver, cell type undeter- 
mined. 


Dr. Hauch:—The peritoneal cavity contained 2,000 c.c. of straw-colored 
watery fluid, and the stomach 3,000 c.c. of bloody fluid. Distended varices were 
evident at and above the cardioesophageal junction. Liver weighed 2,100 gm., 
and most of the dome and posterior portion of the right lobe was replaced by a 
single hard grayish tumor mass 14 cm. in diameter. Apart from the tumor, the 
liver crushed with normal ease. The spleen weighed 650 gm. Gallbladder, bile 


ducts, portal vein, vena cava and pancreas were free from change. 


Microscopic sections through the tumor revealed a dense fibrous tissue of 
irregular cords, streaks and nests of tumor cells. No bile pigment was seen. 
Definite attempt at formation of ducts was visible, and tumor was seen within 
hepatic veins. Cirrhosis was not evident (Fig. 1). 


Sections through esophagus showed numerous markedly distended and 
engorged varices (Fig. 2). 


Dr. Edmondson, we look forward to your comments on the nature of this 
neoplasm and the absence of cirrhosis. 


Dr. Hugh A. Edmondson:—This patient had a primary carcinoma arising 
in a noncirrhotic liver; thus an explanation for the portal hypertension that 
resulted in bleeding from esophageal varices is in order. Primarily carcinomas 
of the liver have only an arterial blood supply and upon invasion of the 
branches of the portal vein they may greatly increase the pressure within this 
system. Thus careful dissection of the portal vein at autopsy is mandatory in 
patients who have had fatal bleeding from esophageal varices. Although the 
tumor in this patient formed acini and duct-like structures, nevertheless the 
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eosinophilic quality of the cytoplasm of the cell is strongly suggestive of liver 
cell origin. At the Los Angeles County Hospital about 75 per cent of primary 
carcinomas of the liver are of the hepatic cell type and 25 per cent arise from 
bile ducts. Unless careful attention is given to the cytoplasm of the cells and 
diligent search is made for bile in the tumor, many of the liver cell carcinomas 
will be mistakenly diagnosed as bile duct carcinoma. Primary carcinoma of the 
liver is predominantly a disease of men who have long-standing cirrhosis. In 
contrast to this, carcinoma arising in a noncirrhotic liver occurs chiefly in 
women. I have seen several sclerosing carcinomas such as this in older women. 
Usually these patients complain only of tumor in the right upper quadrant. This 
is the first case that I have seen in which portal hypertension developed. 


ANTRENYL IN THE TREATMENT OF GASTROINTESTINAL DISEASES 


BERNHARD J. WEINBERG, M.D., F.A.C.P., F.A.C.G.° 
Chicago, Ill. 


When one considers the therapy of gastrointestinal diseases, antispasmodic 
preparations are of prime importance. In 1953 I reported on the effectiveness 
of Antrenyl in the treatment of duodenal ulcer’. Antrenyl is oxyphenonium 
bromide, phenyl-cyclohexyl-oxyacetic acid ester of diethyl-amino-methylbro- 
mide. In 1953 Antrenyl was supplied in 25 and 50 mg. tablets and the side- 
effects were found to be severe. At the present time Antrenyl is supplied in 
5 mg. tablets, plain or with phenobarbital, and it is the purpose of this study 
to re-evaluate the drug in this smaller dosage. 


METHOD 


A group of 50 patients with functional and organic gastrointestinal diseases 
were studied. Diagnosis in each patient was established by a complete history 
and physical examination. Each patient also had appropriate laboratory proce- 
dures which included gastric analysis, proctoscopy, gastroscopy and stool cul- 
tures when indicated. All patients also had complete gastrointestinal x-rays. 
Treatment consisted of accepted diets, antacids when indicated, sedation, and 
Antrenyl. Follow-up studies included appropriate procedures to confirm the sub- 
jective opinion of the patient. In all cases of organic disease follow-up x-rays 
were obtained. 


RESULTS 


Table I shows the clinical and side-effects presented by each patient. 
Excellent was used to indicate complete symptomatic relief with subjective and 
objective evidence of healing; classified as good were those with marked, but 
not complete, relief of symptoms and evidence of incomplete healing. Those 
patients with fair results had only moderate relief of symptoms with little or 
no evidence of healing, while those with poor results had no clinical effect. 


Of the 50 patients studied 44 had excellent results from Antrenyl, while 
many expressed a preference over other antispasmodic preparations they had 
used. In the treatment of functional bowel disorders 22 of the 25 patients, or 88 
per cent, obtained complete relief of their symptoms, while the remaining 12 per 
cent obtained good results. In the organic diseases treated 88 per cent again 
obtained excellent relief of symptoms and complete healing of the disease proc- 


*From the Department of Gastrointestinal Research, Medical Research Institute and 
the Department of Medicine, Michael Reese Hospial, Chicago, Ill. 

This work was aided by a grant from Ciba Pharmaceuticals, Summit, N. J., who also 
supplied the drug for this study. 
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esses. The remaining 3 patients were equally divided in the remaining three 
categories. The most important finding in this analysis is the large number of 
patients with organic disease benefited by Antreny]l. 


As can be readily noticed the side-effects were fewer in number than those 
reported in 1953. In fact, the only one of significance was constipation, of which 
14 per cent of the patients complained, and in only 2 patients, or 4 per cent, 
was it necessary to discontinue medication. Two elderly males were included 
in this study and while 20 mg. of Antrenyl daily caused some urinary difficulty, 
a reduction in dosage to 10 mg. daily continued to give relief of symptoms and 
side-effects disappeared. 


CoMMENT 


The evaluation of any new drug is full of pitfalls and open to much criti- 
cism and doubt. The only critical method of study is the double-blind technic, 
and even this has been criticized. Our doubts and critical analysis are good and 
can only lead to our selection of drugs with the best therapeutic and least toxic 
actions. 


Anticholinergic, or antispasmodic drugs have been praised and criticized 
for many years. They appear to compete with acetylcholine at the effector cell 
level. While many claims have been made as to their effect on suppression of 
gastric secretion’, the bulk of evidence supports the claim that their prime effect 
is on inhibition of motility**. 


The original hope of a drug to produce a “medical vagotomy” was soon 
forgotten’*. Yet, in spite of the many objections to their usage, anticholinergics 
still remain an important part of the integrated treatment program of most 
gastrointestinal diseases. And it is their ability to inhibit motility that has led 
to their clinical acceptance. 


While some advocate their usage in almost any problem, others have cate- 
gorically stated that their hazards in male patients over 55 years of age out- 
weigh their advantages and advise against their usage in this group (because 
of bladder effects)’. Clinical experience has shown that no such all-inclusive 
statement can be made about any one antispasmodic drug. While one may be 
poorly tolerated by an individual because of its production of severe xerostomia, 
another may be substituted that will cause little or no dryness of the mouth and 
yet be clinically effective. 


It is this variability in response and tolerance that stimulated this study. 
Because of this variability we must have several anticholinergics at our disposal, 
and clinical trial seems to be the only basis for selection of a drug*. In the 
original work with Antrenyl I was impressed with its clinical value but deterred 
by the high percentage of reactions. This was therefore done using smaller dose 
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levels. While any such study has limitations, evaluation of clinical experience 
remains, after all, the only way in many insances to evaluate new therapy. 


In the diseases presented in this study, patients were most gratified by the 
rapid relief of symptoms when they started on Antrenyl. In duodenal ulcers 
most patients were symptom-free within 48 hours or less and remained so as 
long as they maintained a regular schedule in taking the drug. It was always 
taken before meals and gave relief for a minimum of 4 hours. 


Patients were most gratified by the absence of any severe dryness of the 
mouth and no dosage change was necessary because of this complaint. Consti- 
pation was a problem in 7 patients, but adequate medication permitted the drug 
to be continued in all but the 2 patients already mentioned. 


SUMMARY 


Antrenyl is another valuable antispasmodic or anticholinergic that appears 
to be of value in both functional and organic bowel disorders. Its degree of 
clinical effectiveness is high while the number of side-effects is low. When using 
Antrenyl the physician should always be aware of constipation and take correc- 
tive measures when indicated. 
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President’s Messaq e 


Allow me to take this opportunity to use 
this page for the purpose of thanking all 
those responsible for making the recent con- 
vention of the American College of Gastro- 
enterology in New Orleans most fruitful. 
Without the cooperation of the officers, trus- 
tees, governors, committee chairmen, mem- 
bership and above all, those who took part 
in the scientific and postgraduate program, 
this meeting would not have been one of the 
most successful. | would be ungrateful if I neglected to thank the com- 
mercial and scientific exhibitors and our Executive Director for their 
outstanding contributions. It was pleasing to see so many visitors. 


Now our efforts are directed toward making the twenty-fourth an- 
nual convention this coming September in Los Angeles, California, even 
greater if possible. I look forward in anticipation to this coming session 
especially if your committee is able to arrange a meeting and _post- 
convention trip to Hawaii! 


As of this writing our membership has steadily increased so that we 
are nearly 900 strong, approximately 365 Fellows, 180 Associate Fellows 
and 280 Members. The others being Life and Honorary Fellows. Let me 
say a little more about membership especially in its relationship to the 
growth of an organization and its objectives. Since everyone recognizes 
the importance te members then not only governors but all of us should 
share in the responsibility for obtaining eligible applicants to further 
expand the American College of Gastroenterology. Whether the appli- 
cant qualifies for Fellow, Associate Fellow or Member will depend on 
his abilities and interest as prescribed by our constitution and by-laws. 
Remember, however, in numbers we are strong but with quality stronger 
still. 


With this message in mind let each of us recommend at least one or 
two younger residents or physicians in our community or hospital for 
membership, or one with greater interest and eligibility for Associate | 
Fellowship. Fellows should be carefully recommended and are only elig- 
ible if board certified in Gastroenterology or in allied specialties, such 

Internal Medicine, Surgery, Radiology, Pathology, etc. Our goal is 


1,000 for 1960. 


NEWS NOTES 
Future CoLLeEGE MEETINGS 


The following are the dates and places of future meetings of the American 
College of sastroenterology: 


24th Annual Convention, Los Angeles, Calif., 20-26 September 1959. 


25th Annual Convention, Philadelphia, Pa., 23-29 October 1960. 
26th Annual Convention, Cleveland, Ohio, 22-28 October 1961. 

27th Annual Convention, Chicago, II]., 28 October-3 November 1962. 
28th Annual Convention, Washington, D.C., October 1963. 


Henry G. RupNER, Sr. AWARD CONTEST 


The American College of Gastroenterology takes pleasure in announcing 
the esablishment of an award contest for the best unpublished paper on research 
in gastroenterology or an allied field. This award is to be known as the Henry G. 
Rudner, Sr. Award, honoring Dr. Henry G. Rudner, Sr. of Memphis, Tenn., 
chairman of the Research Committee of the American College of Gastroenterol- 
ogy and former chairman of the Board of Governors of the organization. 


This contest will be open to all those possessing the degree of Doctor of 
Medicine from a recognized medical school or university. 


All papers submitted must represent original work in gastroenterology, or 
an allied field, and must not have been previously published except for abstracts 
or short preliminary reports. It must not have been previously presented on the 
program of any scientific meeting. 


The contents of the papers can be clinical or basic science. Clinical papers 
must not be case records, but controlled clinical work. 


The length of a paper is no criterion for originality or value. 


All entries for the 1959 award must be typewritten in English, double-spaced 
on one side of the paper and submitted in six copies. 


The winning entry will be selected by the Research Committee of the 
American College of Gastroenterology and the award will be made at the Annual 
Convention Banquet of the College, to be held in Los Angeles, Calif., in Sep- 
tember of 1959. 


The prize will be an award of $750.00 plus an additional $250.00 for travel- 
ing expenses to present the paper at the 24th Annual Convention of the College. 
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The paper sclected for an award becomes the property of the American 
College of Gastventerology and the decision of the judges will be final. Should 
none of the papers submitted meet the standards set by the committee, the 
College reserves the right to withhold the making of any award. 


All unpublished entries must be received no later than 1 June 1959 and 
should be addressed to: The Research Committee, American College of Gastro- 
enterology, 33 West 60th St., New York 23, N -Y. 


1959 Ames Awarp CONTEST OF 
THE AMERICAN COLLEGE OF GASTROENTEROLOGY 


The American College of Gastroenterology, in cooperation with the Ames 
Co. of Elkhart, Ind., again takes pleasure in announcing the 1959 Ames Award 
Contest for the best papers on gastroenterology or an allied field published in 
THE AMERICAN JOURNAL OF GASTROENTEROLOGY between July 1958 and June 
1959. 


The first prize will be $500.00; the second prize will be $300.00 and the 
third prize will be $200.00. 
A certificate of merit will also be awarded to the winner of the first prize. 


The selection of the winning papers will be made by the Research Com- 
mittee of the American College of Gastroenterology and the awards will be 
presented at the Annual Banquet of the College in Los Angeles, Calif., in 
September of 1959. 


The decision of the judges will be final. 


Iu Memoriam 


We record with profound sorrow the passing of Dr. Abraham Ayala 
Gonzalez of Mexico, D.F., Honorary Fellow of the American College of Gastro- 
enterology. We extend our deepest sympathy to the bereaved family. 
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CANCER OF THE ESOPHAGUS AND CARDIA: David Hodge. New Zealand M. J. 


56:363 (Aug.), 1957. 


This paper is an excellent review of 75 
cases of carcinoma of the esophagus and 
cardia, treated by the Cardio-Thoracic Sur- 
gical Unit at Green Lane Hospital, within 
a period of 5 years from 1951 to 1955. The 
mortality of radical operations was 38 per 
cent, patients surviving lived on the aver- 
age 12.4 months. Eleven cases are living, 9 
without recurrence, including 2 who had 
survived 3% years. The distribution was: 
cervical 4 per cent, upper and middle thirds 
36 per cent, lower third 60 per cent. 

In their cases there has been no differ- 
ence in prognosis between squamous cell 
carcinomas and adenocarcinomas of the 
lower third, although Garlock and Klein 
and other authors have found this to be 


significantly better in the latter group. 

The diagnosis was made with radiological 
examination and always with esophago- 
gastroscopy. The correct diagnosis was 
made in 67 of 71 patients examined and in 
49 of the 53 patients subjected to the 
esophagoscopy, 51 biopsies were taken and 
five were negative. Each time the case was 
situated in the lower third. 

Esophagogastrostomy was preferred to 
esophagojejunostomy in both  supraaortic 
and infraaortic reconstitution. 

The importance of employing radiology 
and endoscopy as complementary examina- 
tions is stressed. 

HELMUTH NATHAN 


SURGERY OF THE ESOPHAGUS: J. Murray Beardsley. Rhode Island M. J. 40:503 


(Sept.), 1957. 


A survey is given on improved technics 
in dealing with surgical , nto of the 
esophagus. 

The author presents case reports and 
follow-ups on patients operated by him. He 
describes the surgical technics best suited 


for the following conditions: diverticula, 
achalasia, chronic strictures and ulcerations, 
various benign and malignant neoplasmata. 
Excellent x-ray pictures illustrate quite 
clearly the pre- and postoperative findings. 
Esophagogastrostomy is the operation of 
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choice. In malignancies and extensive stric- 
tures or whenever a bypassing operation is 
indicated, jejunum and even colon can be 


CARCINOMA OF THE ESOPHAGUS: 
8:1317 (Sept.), 1957. 


The author points out that poor results 
are obtained with esophageal carcinoma 
(his small series included cases that were 
treated both surgically and_ radiologically. 
The surgical procedures included resection 
and gastrostomy as well as peroral dilata- 
tions ). 

He states “No one can doubt that early 
diagnosis is better than delayed diagnosis 


OF GASTROENTEROLOGY 


utilized for complete replacement of the 
esophagus. 
H. J. Joseru 


Eddy D. Palmer. U.S. Armed Forces M. J. 


but it is clear that by the time the first 
symptoms of esophageal carcinoma appear, 
the great majority of patients are beyond 
surgical care”, and “that, when put to the 
test with a large number of routine cases, 
the concept of salvage through ‘early diag- 
nosis’ is meaningless”. 


DeutscH 


SLIDING HIATUS HERNIA: J. T. MacDougall and A. C. Abbott. Canad. M.A.J. 


(15 Oct.), 1957. 


The authors reviewed and treated 108 
cases which were encountered in the past 
five years. 

They followed the work of Allison who 
maintained that the maintenance of conti- 
nence at the cardia depends on an acute 
angle made by the esophagus with the 
stomach which is lost in hiatus hernia. 

A sliding hiatus hernia may be responsi- 
ble for unexplained gastrointestinal symp- 
toms, and is fairly common in patients over 
fifty. Nine per cent of patients over 50 
years of age with gastrointestinal com- 
plaints had a sliding hiatus hernia. 

The authors employed an operation ad- 
vised by Allison in the treatment of these 


CARCINOMA OF THE ESOPHAGUS: 


cases. All patients operated on gave the 
classical symptoms of reflux esophagitis. 
The diagnosis was further verified by bari- 
um series, and where this was normal by 
esophagoscopy. This operation cures the 
reflux of gastric contents into the esoph- 
agus, and gives complete relief of symp- 
toms. 

A plea is made for thinking of hiatus 
hernia in all patients over 50 years of age 
with reflux esophagitis. This should be fol- 
lowed by a barium series and esophago- 
scopy, and where the diagnosis is made, 
repair is done by the Allison technic. 


LIONEL MARKS 


William L. Watson and John T. Goodner. 


J. Internat. Coll. Surgeons 28:715 (Dec.), 1957. 


The authors examine a large group of 
over 1,300 cases of carcinoma of the esoph- 
agus. They point out that early diagnosis is 
not usual and that of the more than 1,300 
cases studied only two were small enough 
to be undetectable on routine study by 
barium swallow. In each of these two cases 
the disease was correctly diagnosed by 
esophagoscopic study and biopsy. Both of 
these lesions responded well to surgical 
management and proved that early esopha- 
geal carcinoma can be cured by modern 
surgical methods although the total findings 
were bleak in that of these over 1,300 cases 
there were only 27 patients who survived 
for three years or more. In this study it was 


concluded that there is no consistent early 
symptom or sign of this disease. Further- 
more, following routine fluoroscopy and 
barium swallows of several thousand asymp- 
tomatic persons, it was regretfully con- 
cluded that detection by this screening 
method is not practical nor feasible. The 
value of esophagoscopy and esophagoscopic 
washings was well demonstrated. 

The authors stress that the surgical man- 
agement of esophageal carcinoma requires 
a different approach for each of the three 
major levels at which the disease occurs. In 
the cervical region extirpation of the cancer 
should be combined with radical neck dis- 
section. For lesions of the middle third a 


r 
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thoracoabdominal type of esophagectomy 
and esophagoplasty with use of a retroster- 
nal right colon transplant is the author’s 
choice, Carcinomas of the lower portion 
are managed by a left thoracoabdominal 
approach segmental resection of the growth 
and gastroesophageal and anastomosis. 


Finally, the authors point out that al 
though there are few cures, a reasonable 
period of palliation may be confidently ex- 
pected even in cases in which the disease 
is obviously advanced. 


D. EICHHORN 


STOMACH 


DIAGNOSIS AND TREATMENT OF SERIOUS HEMORRHAGE FROM ULCERS: 
(Based on 76 cases.) A. G. Weiss, J. Stahl, L. Hollender, J. Grenier and R. Bockel. 


Arch. mal. app. dig. 46:1101 (Nov.), 1957. 


After giving an account of the results of 
emergency gastrectomy for serious hem- 
orrhage from ulcers, the authors study the 
different factors which have contributed to 
a reduction in operative mortality. These 
are among others: 1. The perfecting of 
reanimation methods with the help where 
necessary of intraarterial transfusions. 2. A 
more careful choice of operation. Gastrec- 
tomy for hemorrhage from ulcers should 
never be a “desperate remedy”. It has be- 
come a “deferred emergency”, never de- 
layed beyond 48 hours in young patients 
or beyond 24 hours after the age of 60. 
3. Such an attitude to treatment has been 
considerably facilitated since 1955 by the 


development in methods of diagnosis 
Amongst these the authors have used in 
particular the posthemorrhage hyperam- 
moniemia test codified by J. Stahl and R. 
Bockel; quick, simple and accurate it en- 
ables the existence or nonexistence of 
cirrhosis to be proved and for this rea- 
son constitutes an execllent “screening 
test”. Mistakes in etiology are considerably 
reduced and ulcer patients are able to 
benefit from an earlier operation which 
gives a better prognosis. 

Based on these principles, the authors 
have succeeded in reducing operative mor- 
tality from 18.5 to 3.6 per cent. 

Guy ALBOT 


SUBTOTAL GASTRECTOMY IN THE TREATMENT OF PEPTIC ULCER: EVALU- 
ATION OF 220 CASES. Jack Welch and V. E. Chesky. Am. J. Surg. 94:920 (Dec.), 


1957. 


The author reports a series of 220 pa- 
tients with benign peptic ulcer who under- 
went subtotal gastrectomy; 184 men and 
36 women, with the average age of 53.6 
years. Of this group only three or 1.5 per 
cent suffered a recurrence of ulcer, and all 
of them anastomotic in type. There were 
five operative deaths for a mortality rate 
of 2.5 per cent, all of them following re- 
section for duodenal ulcer. 

The “dumping syndrome” was observed 
in four of the 195 cases. The authors be- 
lieve that the mechanism producing this 
condition seems to be an egress of fluid 
by the jejunal loop in an effort to dilute 
the hypertonic solution that has been 
dumped by the nonretentive remains of 
the stomach. This produces a mechanical 
distention of the jejunal loop with hyper- 


motility and occasionally nausea and vom- 
iting. They further postulate that the ex- 
cess fluid comes from the blood stream 
with resultant decrease in blood volume 
and it is this sudden decrease in blood 
volume that is responsible for a share of 
the vasomotor symptoms. 

Of this series of cases operated upon, 
they found that 90.1 per cent of the pa- 
tients had a satisfactory result; 5.2 per 
cent with fair results; and 1.5 per cent 
failures. 

The studies suggest that the postgas- 
trectomy syndrome might be better pre- 
vented by intensive medical follow-up for 
a period of at least six months to one 
year. 


Cari J. DePrizio 
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THE TREATMENT OF ACUTE PERFORATED GASTRIC AND DUODENAL 
ULCERS: Jacqueline Siegrist. Am. J. Surg. 94:911 (Dec.), 1957. 


This is a report of an analysis of the 
results of primary gastric resection in the 
treatment of acute perforated ulcers. Of 
56 patients receiving treatment for acute 
perforated gastric or duodenal ulcers, be- 
tween April 1952 and December 1955, 42 
were treated by primary resection and 14 
by simple sutures. There was only one 
death, that of a 71-year-old woman with 
diffuse peritonitis, and simple suture was 
performed. 

The writer states that of 195 patients 
who underwent primary resection during 


the period from 1935 to 1955, 5.1 per cent 
died; and 25 of 71 treated by simple suture 
died. 

The author believes that the same ratio 
exists at present with better methods of 
treatment, better technic and with antibi- 
otics available. Therefore, primary resec- 
tion in the presence of perforation, with 
good risk patients, and no other compli- 
cations except very severe peritonitis, is 
the treatment of choice. 


Car J. DePrizio 


COMMON ERRORS IN THE MANAGEMENT OF GASTROINTESTINAL DIS- 
ORDERS: Marcel Patterson. Med. Times 85:1345 (Dec.), 1957. 


Because the gastrointestinal tract is rela- 
tively inaccessible to productive physical 
examination, the author emphasizes the im- 
portance of a thorough and adequate his- 
tory. Six errors commonly evoked by a 
cursory interview are presented. 

1. Failure to get an accurate and spe- 
cific description of the complaint can 
confuse the issue, for the patient’s concept 
of a word or symptom may differ markedly 
from that of the physician. 

2. Failure to evaluate the significance 
of operations. 

3. Failure to evaluate eating and living 
habits. 

4. Failure to take the complaint seri- 
ously and investigate completely. 


5. The error of diagnosis by exclusion. 
This method of diagnosis leads to three 
serious mishaps, namely: a. A false sense 
of security in view of a negative study; b. 
an assumption that x-ray examination re- 
veals the whole pathology of the gastro- 
intestinal tract; c. the treatment of an 
irrelevant finding and ascribing the symp- 
toms to this finding, as with an asympto- 
matic diverticulum or single gallstone being 
credited as the etiological agent for the 
patient’s complaints. 

6. Telling the patient with functional 
gastrointestinal disease that there is noth- 
ing wrong. 


Ezra J. Epstein 


THE SPASTIC BOWEL AND PROSTATO-VESICULITIS: E. R. Leikind. Med. Times 


85:1368 (Dec.), 1957. 


Although colonic malfunction is gener- 
ally attributed to psychogenic causes, the 
author has found that, in many instances, 
there is an underlying disease of the pros- 
tate gland and seminal vesicles which 
generates spasmogenic reflexes that are 
transmitted to the colon and rectum. 

Vesiculitis and prostatitis may simulate 
such gastrointestinal disorders as appendi- 
citis or even gallbladder disease. Intestinal 
colic, spastic constipation, irritable colon 
and proctodynia or “proctalgia fugax” may 


be due to an underlying prostato-vesicu- 
litis, and will be relieved by proper mas- 
sage and stripping of the prostate gland 
and seminal vesicles. 

Conversely, intestinal stasis, through me- 
chanical compression; extension of inflam- 
matory processes; or disturbance of circu- 
lation restricting venous return from the 
prostate by flatulent distention of the bowel, 
can cause disease of the sexual apparatus. 


Ezra J. Epstein 


INTESTINES 
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THE ASSOCIATION OF ACUTE APPENDICITIS WITH INFECTIVE DIARRHEA: 
K. B. Rogers. Proc. Roy. Soc. Med. 50:1025 (Dec.), 1957. 


This preliminary report indicates that 
there is at times a coincidental association 
of bacterial infection at 
the time of admission of children for ap- 


pendectomy. 

It is not suggested that salmonellae or 
shigellae are the cause of acute appendicitis 
but that sometimes acute appendicitis is 
associated with an enteral infection and 
that if cultures are made to demonstrate the 


presence of these intestinal pathogens it is 
possible to remove an infectious case from 
a ward before cross-infection occurs. It 
must be emphasized that there was a pan- 
demic of Sonne dysentery in the year in 
which the above investigation was made 
and this may account for the relatively large 
proportion of the a from which 
Shig. sonnei was isolated. 

Jacos A. Riese 


DUODENAL OBSTRUCTION IN THE NEW-BORN: A. Gourevitch. Proc. Roy. Soc. 


Med. 50:1026 (Dec.), 1957. 


Congenital abnormalities of the bowel 
are responsible for obstruction in the new- 
born. This paper deals with a series of 58 
babies with duodenal obstruction of which 
49 were operated on and 7 were considered 
too ill for surgery. There is, in some of the 
cases, a malrotation or bands. Sustained 
vomiting soon after birth is the major point 
in diagnosis. Only 13 of these patients were 


constipated. Plain x-rays were taken in 


most cases without the need for barium 
po present. The x-ray features in duo- 
denal obstruction were: 1. considerable 
dilatation of the duodenum, 2. presence of 
small amounts of gas in the distal bowel in 
stenosis and malrotation. During surgery a 
feeding jejunostomy soft rubber tube is in- 
serted for postoperative management. Of 
the 49 operated on 26 infants died. 

Jacos A. Riese 


HERPES ZOSTER WITH ILEUS SIMULATING INTESTINAL OBSTRUCTION: 
Steven J. Figiel and Leo S. Figiel. Am. J. Med. 23:999 (Dec.), 1957. 


Herpes zoster may occasionally produce 
a neurogenic intestinal ileus simulating a 
surgical abdomen. There is a sudden attack 
of severe abdominal and lower back pain 
together with abdominal distention. Flat 
x-ray picture of the abdomen will reveal 
the gas distention; however, barium exami- 
nation is usually negative. The case of a 
65-year old woman is reported whose 
shingles were complicated by an acute ab- 
dominal attack. Barium enema revealed a 


long, smoothly constricted area in the mid- 
sigmoid which persisted for several days. 
It delayed the passage of the barium sus- 
pension. One month after the disappearance 
of the shingles the large bowel looked per- 
fectly normal during the x-ray examination. 
Such ileus usually occurs if the herpes 
zoster involves the 8th, 9th, or 10th thoracic 
dermatone. 


H. B. ErsensTapt 


EVALUATION OF A PACKAGED RETENTION ENEMA IN PREPARATION FOR 
PROCTOSIGMOIDOSCOPY: Frank K. Abbot, Lee S. Monroe and Francis M. 
Spencer. U. S. Armed Forces M. J. 8:1761 (Dec.), 1957. 


The authors again stress the importance 
of proctosigmoidoscopy as a routine exami- 
nation in patients over 35 years of age. 
Since considerable difficulty is encountered 
in properly preparing patients for such an 
examination, they suggest the use of a re- 
tention enema 5 to 10 minutes before the 
examination. A prepared retention enema 
containing 16 gm. of sodium biphosphate 


and 6 gm. sodium phosphate in the solu- 
tion in a plastic squeeze bottle was em- 
ployed in 333 patients with a 97 per cent 
good result. Unfortunately a similar series 
of 333 patients were not treated with a 
simple saline or tap water enema as a con- 
trol. 


A. J. BRENNER 
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DUPLICATION OF THE SMALL INTESTINE: Paul A. Thomas, Kenneth B. Bonilla 
and Warner F. Bowers. U. S. Armed Forces M. J. 8:1829 (Dec.), 1957. 


Atresia, stenosis and malrotation are the 
usual etiologic factors in intestinal obstruc- 
tion of the newborn. The presence of a 
palpable, freely movable cystic abdominal 
mass at birth with symptoms of intestinal 
obstruction, however, is presumptive evi- 
dence of a duplication of the bowel. Dupli- 
cation of the alimentary tract has been 
described under a variety of names such as: 
enteric cyst, enterogenous cyst, ileum of 
jejunum duplex and giant diverticulum. 
These lesions can occur along the entire 


course of the alimentary tract but most are 


observed in the small bowel. The intimate 
association of the wall of the contiguous 
normal channel with that of the enteric 
cyst wall makes simple enucleation hazard- 
ous. The ideal surgical treatment is extir- 
pation by resection of the involved seg- 
ment. Where resection is not possible, mar- 
supialization of the cyst will give satisfac- 
tory results. The authors present two cases 
of duplication of the small intestines. Both 
were diagnosed preoperatively and treated 
surgically with good results. 

A. J. BRENNER 


OBSTRUCTION OF THE DUODENUM AND CECUM, MALROTATION OF THE 
BOWEL AND MID-GUT VOLVULUS IN AN ADULT PATIENT WITH A GAS- 
TROENTEROSTOMY: Victor M. Kimel and Harold W. Harrower. New England J. 


Med. 257:1158 (12 Dec.), 1957. 


The author presents a case of mid-gut 
volvulus causing an obstruction of the duo- 
denum and cecum in a patient that had 
previously had a gastrectomy with an anti- 
colic Polya gastrojejunostomy. 

The etiology of the volvulus was mal- 
rotation of the mid-gut resulting in a com- 
mon mesentery of the second and third por- 
tion of the duodenum, the rest of the small 


bowel and the cecum. This condition is 
not an infrequent one that requires correc- 
tion early in life. Its occurrence in an adult 
in whom its presence was not seen at a 
prior gastrectomy is worthy of note. Be- 
cause of the prior gastrectomy the duo- 
denum was the site of a closed loop ob- 
struction. 

ALEXANDER ZABIN 


LIVER AND BILIARY TRACT 


TWO CASES OF SYMPLASMIC HEPATITIS IN THE NEONATAL PERIOD: J. 
Chaptal, P. Cazal, R. Jean, Cl. Campo and J. M. Emberger. Semaine des Hopitaux. 


Paris 33:691-698 (Nov.), 1957. 


Of 16 cases of prolonged neonatal icterus 
studied in the Clinic for Sick Children and 
for Child Welfare, two were ascribable to 
a plasmodic liepatitis. 

These two infants presented a clinical 
picture of pseudo-obstructive icterus devel- 
oping without any clinical or biological sign 
of hepatic deficiency. Death occurred in 
one at the age of five months and in the 
other at the age of 14 months when there 
was an intercurrent infection. 


Hepatic plasmodium has no specificity 
at this age and can be observed during 
parenchymatous attacks of very variable 
etiology. However, in these two cases, as 
in several cases already reported, the large 
number of plasmodia, the absence of early 
symptoms of hepatic necrosis, of hepatic 
regeneration and formation of ners sos 
canals suggest that plasmodic hepatitis rep- 
resents a very special form of neonatal 
hepatitis, the nature of which is discussed. 


MEGALOBLASTIC ANEMIA IN “ALCOHOLIC” CIRRHOSIS: Sheldon E. Krasnow, 
John R. Walsh, Hyman J. Zimmerman and Paul Heller. A.M.A. Arch. Int. Med. 


100:870 (Dec.), 1957. 


Among 350 patients with histologically 
proven cirrhosis of the liver, 96 showed a 
severe anemia that led to bone marrow 


examination. Only 7 of those revealed a 
megaloblastic abnormality of the marrow. 
Not only was there a megaloblastic eryth- 


ropoesis present, but also a megaloblastic 
granulocytopoesis in the form bizzare, 
giant metamyelocytes and band forms. The 
presence of free hydrochloric acid in the 
stomach and of a negative Schilling test 
with radiocobaltamin excluded intrinsic fac- 
tor deficiency. No single disturbance could 
be found to account for the B12 deficiency, 
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therefore, a combination of decreased inges- 
tion, impaired absorption, increased require- 
ment of Vitamin Biz and impai utiliza- 
tion and storage of this substance in the 
liver, combined, must be responsible for the 
megaloblastic anemia. 


H. B. EtsENsTapr 


ARDMORE DISEASE: William L. Wilson, Charles D. Williams, Capt. Saul L. Sanders 
and R. P. Warner. A.M.A. Arch. Int. Med. 100:943 (Dec.), 1957. 


A highly infectious epidemic new disease 
is described, characterized by upper respir- 
atory infection, malaise, general lympha- 
denopathy and hepatomegaly. The disease 
resembled infectious hepatitis, however 
jaundice and severe liver dysfunction were 
absent. Only marked hepatomegaly was 
observed and persisted for many months. 
Liver biopsy revealed mild nonspecific in- 
flammation. This disorder also resembled 
infectious mononucleosis but heterophile 
agglutination and atypical lymphocytes were 
not found. A virus was ed as the 
causative agent, but it could not be demon- 
strated. Incubation time varied from 3 to 
10 days. Transmission was apparently by 
direct contact. The initial stage was char- 
acterized by mild fever and pains in the 
lower chest and upper abdomen aggravated 


by breathing and jarring motions, by sore 
throat, dysphagia, nausea, headache, and 
general myalgias. A few cases showed a 
papular rash. Positive cephalin flocculation 
and moderate BSP retention were the main 
functional abnormalities. Serum mucoprotein 
was constantly elevated in contrast to infec- 
tious hepatitis where it is below normal. 
Following the acute episode, a prolonged 
period of fatigue; malaise and weakness 
was observed during which hepatomegaly 
or hepatosplenomegaly persisted. Durin 
this time recurrent attacks were noti 
with exacerbation of the symptoms — 
cially pain, fever and indigestion. Simi 
cases have been previously reported from 
Lowry Air Force Base, but they were of 
shorter duration. 

H. B. 


PORTAL HYPERTENSION AND BLEEDING ESOPHAGEAL VARICES SECOND- 
ARY TO SARCOIDOSIS OF THE LIVER: William Fraimow and Ralph M. Myerson. 


Am. J. Med. 23:995 (Dec.), 1957. 


Gastrointestinal hemorrhage may be a 
symptom of sarcoidosis. It may be caused 
by hypersplenism with thrombocytopenia, 
by ulceration of the gastric wall involved 
in sarcoidosis, or by esophageal varices 
secondary to portal hypertension produced 
by a severe hepatic sarcoidosis. A 38-year 
old male with fever, chills, hepatomegaly 
and severe malaise showed thrombocyto- 
penia, abnormal liver function tests, rever- 
sion of the albumin/globulin ratio. He had 
severe repeated gastrointestinal hemorrhages. 
Esophagoscopy revealed varices. The diag- 
nosis Boeck’s sarcoid was established by 


laparotomy where a splenectomy and ap 
abdominal lymph node and a liver biopsy 
were performed. As the bleeding recurred 
in spite of the removal of the spleen, a 
second operation was performed where a 
portocaval shunt was established. This lead 
apparently to cure of the bleeding. A liver 
biopsy is helpful in the diagnosis of sarcoi- 
dosis of the fiver but it must be differenti- 
ated from fungus disease, brucellosis and 
berylliosis. The differential diagnosis may 
be extremely difficult. 


H. B. Ersenstapr 


ALLERGY TO CHLORPROMAZINE MANIFESTED BY JAUNDICE: Leo E. Hol- 


lister. Am. J. Med. 23:870 (Dec.), 1957. 


The dose of this drug had little relation 
to the a ance of the jaundice. The 
duration of the treatment was more import- 


ant. Prodromal symptoms of fever, vomiting, 
diarrhea, malaise, and abdominal pain oc- 
curred in a considerable number of cases. 


{ 


652 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


However, liver tenderness or enlargement 
was rarely seen. Symptoms dnciaeal with 
the appearance of jaundice. Laboratory 
findings were usually those of obstructive 
jaundice, but positive flocculation tests oc- 
curred not infrequently. There was no close 
correlation between elevation of serum bili- 
rubin, alkaline phosphatase, and cholesterol. 
The average duration of the jaundice did 
not differ in cortisone-treated and nontreat- 
ed , the jaundice was 
pro nged, but mostly woe was shorter 
than that of infectious hepatitis. There was 
a definite hazard of permanent liver damage 


in patients retreated following an attack of 
jaundice or continuously treated in spite of 
the appearance of jaundice due to the drug. 
There was no cross-sensitization ns pro- 
methazine, or other phenothiazine deriva- 
tives. The use of hydrocholeretic agents 
such as sodium dehy late a to 

be contraindicated since these su 
stimulate bile secretion in the absence of 
ee drainage facilities. Cutaneous tests 
thorazine sensitivity were useless. Only 
routine examination of urine for bile can 
help in the early detection of this disorder. 
H. B. E1senstapr 


MEDICAL COMPLICATIONS OF OPERATIVE BILE DUCT INJURIES: John W. 
Norcross and John L. Dadey. New England J. Med. 257:1216 (19 Dec.), 1957. 


This paper comes from the clinic where 
a great deal of surgery is being done on 
bile ducts injured by previous wy eM 
They recommend early repair of these 
duct injuries before permanent liver dam- 
age has occurred. The postoperative com- 
plications are divided into the immediate 
which includes cholangitis (this occurred 


in 100 per cent of cases), external biliary 
fistula, etc.; the remote complications are 
discussed under the different organs in- 
volved. This is an excellent paper on the 
subject and is recommended to everyone 
for reading in its entirety. 


ABE ALPER 


PATHOLOGY AND LABORATORY RESEARCH 


EFFECTS OF L-ARGININE ON HEPATIC ENCEPHALOPATHY: Joseph F. Faze- 
kas, Howard E. Ticktin, James G. Shea. Am. J. M. Sc. 234:462-467 (Oct.), 1957. 


This article discusses the effects of L- 
arginine on cerebral oxygen utilization, 
blood ammonia levels, b urea nitrogen 
and clinical status of patients with hepatic 
encephalopathy. A slight reduction in blood 
ammonia and an increase in blood urea 
nitrogen were noted during L-arginine in- 


fusion. There was no change noted in 
cerebral oxygen consumption. Temporary 
clinical improvement was noted in three 
of the ten subjects. Delayed clinical remis- 
sion in five of the ten patients could not 
be attributed to the use of L-arginine. 
BERNARD FARFEL 


IRON-TOLERANCE TESTS IN DIFFERENTIATING BETWEEN HEMOCHROMA- 
TOSIS AND LIVER CIRRHOSIS: Luigi Napolitano and Ludovico Antonio Scuro. 


Brit. M. J. 5048:797 (5 Oct.), 1957. 


A comparative study has been made of 
serum iron, of oral and ‘utravenous iron- 
tolerance, and of unsaturated transferrin in 
5 cases of hemochromatosis, 7 cases of 
Morgagni-Laennec atrophic cirrhosis, 5 
cases of h phic, splenomegalic liver 
cirrhosis, and 5 normal controls. 

The authors’ results indicate, that iron- 
metabolism can aid in the differential diag- 
nosis between hemochromatosis and some 


forms of liver cirrhosis. 


Three indices were used. The first ex- 
presses the capacity of response to intra- 
venous iron. The second expresses the 
degree of saturation of serum-iron-binding 
capacity. Both are greatly increased in 
hemochromatosis. The marked increases are 
absent in atrophic liver cirrhosis, though 
values may be slightly higher than in nor- 
mal subjects. The third index is obtained 
by addition of the first two indices. This 
addition is higher than a base of 1.35 in 
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hemochromatosis and lower than 1.35 in 
atrophic liver cirrhosis. The indices were 
found to be of no value in the differential 
diagnosis between hemochromatosis and 


hypertrophic splenomegalic liver cirrhosis 
with hyperhemolysis. 


H. J. Josern 


CLOTTING FACTOR ABNORMALITIES IN CHRONIC LIVER DISEASE: Samuel I. 


Rapaport and Joseph R. Goodman. Military 


Although abnormal bleeding in chronic 
liver disease is common, its causes are 
og understood. Causative agents have 

n attributed to plasma clotting factors, 
thrombocytes, blood. vessels etc. In view 
of the many unknown factors involved, the 
authors considered re-examining plasma 
clotting factor activities in chronic liver 
disease. In this study they present two 
sets of data from patients with portal 
cirrhosis. 

The first set considers that the Quick 
— time is often ab: in 

obstructive and parenchymal liver 
disease. The Quick test measures not only 


Med. 121:251 (Oct.), 1957. 


prothrombin but also preconvertin and 
proacclerin activity. A prolonged Quick 
time may mean a reduction in any or all 
of these clotting factors. In chronic par- 
enchymal liver disease proaccelerin levels 
fall, but data is insufficient to evaluate ex- 
tent and frequency with which this occurs. 
The second set is measurement of plasma 
thrombo-plastin component activity, Christ- 

mas factor and antihemophilic factor. 
The authors then go into a detailed de- 
scription of the laboratory methods used, 
chemical reagents, various methods of incu- 
bation and the various test sera employed. 
Louis K. MORGANSTEIN 


THE ZINC SULFATE TURBIDITY TEST AND LIVER DISEASE: Adrian Hainline, 
Jr., Thomas E. Wilson and Charles H. Brown. Cleveland Clin. Quart. 24:237 (Oct.), 


1957. 


The zinc sulfate turbidity test, intro- 
duced in 1947, has not as yet received the 
wide a it merits. 

In a series of 391 tests on substantially 
normal patients, the mean test turbidity 
value was 6.42 units + 2.54 units, of the 
total but 8 had values higher than 12. 

On 512 patients having noninfectious, 
nonhepatic ases the test showed values 
of 7.78 + 7.28 units, 11.2 per cent giving 
values higher than 12. 

Four of the patients had multiple mye- 
loma and the values were 80, 73, 72 and 
64. In 12 other cases where the values were 
above 19, 4 were ulcerative colitis, 3 
rheumatic arthritis, one each of hemolytic 


anemia, myelofibrosis, lymphoblastoma, es- 
sential hypertension and nephritis, 

ase normally elevate the gamma globulin 
evel. 

In chronic cirrhosis the zinc sulfate 
flocculation value is elevated more often 
than the conventional thymol or cephalin 
values, thus indicating that this, test has 
its greatest value in chronic disease, the 
greater the er the greater the value. 

Obstructive jaundice or chlorpromazine 
poisoning does not elevate the zinc sulfate 
values, thus this test differentiates long 
standing obstructive jaundice from frank 
hepatic pathology. 

J. Epwarp Brown 


HUMAN LIVER METABOLISM: D. B. Griffiths and K. R. Rees. Brit. M. J. 5051:971 


(26 Oct.), 1957. 


This paper deals with experiments car- 
ried out on human liver. Hemogenates and 
mitrochondrial suspensions were ag 
from the liver obtained by biopsy during 
abdominal operations. Experiments giving 
valuable insight into cell metabolism are 
described. Oxidations concerned in the final 
stages of breakdowns of sugars and the 
incorporation of phosphorous (in isotope 


form) into phosphatides and nucleic acids 
are thus followed in the human liver. Re- 
sults obtained by the authors suggest that 
the oxidation and synthetic activity of liver 
cells are seriously disturbed in obstructive 
jaundice, liver fibrosis, fatty degeneration 
or infiltration of the liver by carcinoma or 
leukemia. 

A. J. BRENNER 
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MEASUREMENT OF GASTROINTESTINAL BLEEDING USING RADIOACTIVE 
CHROMIUM: R. M. Bannerman. Brit. M. J. 5052:1032 (2 Nov.), 1957. 


Radioactive chromium in tracer doses 
gives an insight to quantitative blood loss 
in gastrointestinal bleeding. 

The procedure consists of labeling red 
cells, then measuring and comparing radio- 
activity of venous blood and collected feces. 

The tagged blood cell method of quan- 


titative bleeding is much more efficient 
than benzidine estimation. In normal rou- 
tine, it falls short of usefulness when total 
blood loss is less than 3 c.c. Here benzidine 
will detect the presence of blood. 


J. Epwarp Brown 


ANTISPASMODIC THERAPY: Joseph A. Ezzo. Missouri Med. 54:1053 (Nov.), 1957. 


Delayed-action anticholinergic prepara- 
tions have been designed to eh more 
sustained spasmolytic effect. The advantage 
of such a preparation is adequate regula- 
tion and elimination of objectionable neces- 
sity of frequent pill administration. The 
study undertaken by the author was to 
evaluate the clinical application of one such 
preparation, namely Belladenal Spacetab 
which contains 0.15 mg. of Bellafoline and 


50 mg. of phenobarbital. 

Belladenal Spacetabs were administered 
in various gastrointestinal disorders. In 74 
per cent subjective improvement or re- 
sponse of excellent or re quality was 
noted. The desirability of a prolonged re- 
lease form of antispasmodic medication is 
indicated. 


VincENT J. GALANTE 


ELECTROLYTES IN THE BLOOD AND THE TISSUES IN THE POSTOPERATIVE 
PHASE: DISSOCIATED MOVEMENTS: Max Levy and Jean Geismann. Arch. mal. 


app. dig. 46:1138 (Nov.), 1957. 


The authors have taken up the simulta- 
neous study of the variations in the postas- 
sium, calcium chloride and sodium in the 
plasma, red corpuscles, healthy and trau- 
matised muscles, in animals (crushing of 
muscles to create a  crush-syndrome). 
Seventeen rabbits were used. Seventeen 
were operated on and all had: 1. increased 
uremia on the third day (maximum 2.47 


gm. per thousand) 2. a considerable rise 
(as much as 300 per cent) in the calcium 
chloride and sodium in the region of opera- 
tory attrition. 

Their attention was directed to the pos- 
sible dissociation between the tissue and 
humoral data. 


Guy ALBoT 


THERAPEUTIC USE OF BLOOD: A PANEL DISCUSSION: Bela Halpert, Margaret 
E. Zepernick, Iva L. Baggett, Kenneth L. Burdon, Audrey A. Roberts, Walter H. 
Mannheimer, William L. Wilson, James F. McDonald, Jr. and Charles L. Spurr. 


Texas J. Med. 53:819 (Nov.), 1957. 


This panel discussion brings forth a num- 
ber of interesting points regarding immu- 
nohematologic factors, transfusion reactions, 
medical m4 surgical indications for trans- 
fusion and use of blood derivatives, as well 
as the practices of procurement processing 
and nursing relative to the therapeutic use 
of blood. 

The principal medical indications for 
blood transfusion are restoration of blood 
volume after hemorrhage or in shock from 


trauma or burns; the maintenance of an 


adequate hemoglobin level in anemias which 
cannot be pu to respond to specific 
measures such as iron, Vitamin Biz and 
folic acid or alternatively in anemias due 
to some underlying disease which cannot 
be treated effectively; and the use of blood 
for whatever specific substances may be 
in it, such as antihemophilic globulin and 
platelets. Conservatism in the use of blood 
is commendable. 

Finally, about eight blood derivatives are 
commonly used: red blood cells either 


~. 


ABSTRACTS 655 


washed or packed, plasma, albumin, plate- 
lets, fibrinogen, thrombin, globulins and 
the gamma globulins. The specific indica- 


tions for these are discussed as well as their 
dangers and contraindications. 
D. E1cHHorn 


SPLENIC VENOGRAPHY AND INTRASPLENIC PRESSURE MEASUREMENT IN 
THE CLINICAL INVESTIGATION OF THE PORTAL VENOUS SYSTEM: M. D. 
Turner, Sheila Sherlock and R. E. Steiner. Am. J. Med. 23:846 (Dec.), 1957. 


Portal venous pressure can be determined 
from the pressure of the splenic pulp, 
which is in free communication with the 
splenic vein. This measurement is obtained 
at the time of portovenography. Abnormal 
portal collateral lateral pan» may be 
present or absent with portal hypertension. 
On the other hand, congestion of the portal 
system with esophageal hemorrhage may be 
associated with normal pressure if the col- 
lateral channels are very large. Cirrhosis 
may be associated with a normal veno- 
gam. while usually the fine vascular ra- 
icles are deformed. In extrahepatic portal 
vein obstruction, no dye enters the liver at 
all. It is deviated through the large col- 
laterals into the systemic circulation. Pres- 
ence of extensive esophageal collaterals in 
a patient with gastrointestinal bleeding 


greatly supports the suspicion of esophageal 
bleeding, while absence of these . veins 
points towards another source of bleeding, 
especially peptic ulceration. Preoperative 
venography will guide the surgeon in the 
selection of the operating procedures. After 
operation this investigation will give in- 
formation about the efficiency of the shunt. 
Some shunts are too small causing persist- 
ence of the portal hypertension, others are 
too large causing cerebral intoxication. 
Large collateral vessels with normal 1 
pressure are characteristic of Gaucher's dis- 
ease. Complications of portovenography are 
uncommon. Apart from allergic reactions to 
the dye, abdominal pain, shock, hemateme- 
ses, and intraperitoneal hemorrhage have 
been observed. 

H. B. 


EFFECT OF L-ARGININE ON ELEVATED BLOOD AMMONIA LEVELS IN MAN: 
John L. Fahey, Daniel Nathans and Donald Rairigh. Am. J. Med. 23:860 (Dec.), 1957. 


The protective action of L-Arginine 
against ammonia toxicity is further investi- 
= Severe hepatic disease has been 
ound to correlate better with the arterial 
than with the venous blood ammonia level. 
Therefore, both arterial and venous ammo- 
nia levels should be investigated at the 
same time. Almost all normal subjects have 
a negative A-V difference indicating release 
of ammonia from the periphery. Patients 
with severe liver disease have a positive 
A-V difference indicating peripheral re- 
moval of ammonia. Intravenous Arginine 


was given to a up of sub with 
liver with high blood 
ammonia as well as to a group of normal 
controls after an intravenous ammonia in- 
fusion. Arginine was unable to lower the 
ammonia blood levels. It is able to prevent 
the release of ammonia from the liver into 
the blood stream, but it cannot lower the 
ammonia contents of the blood. Therefore, 
it has no effect on exogenous ammonia 
administration. 


H. B. E1sENsTapt 


THE USE OF RADIOACTIVE FAT IN THE STUDY OF ABSORPTION IN VARI- 
OUS DISEASE STATES: Donald Berkowitz, David Sklaroff, A.M.A. Arch. Int. Med. 


100:951 (Dec.), 1957. 


Radioiodinated triolein was used as a 
test meal to study small bowel absorption 
of fats following the procedure or Ruffin. 
Venous blood samples were taken hourly 
until the radioactivity level was 
reached. Chronic pancreatic deficiency 
caused moderate and sprue severe depres- 
sion of triolein absorption. Peptic ulcer, 


irritable bowel syndrome, subtotal gastrec- 
tomy state and cirrliosis of the liver had 
normal absorption. Nonobstructive jaundice 
showed a much better absorption than 
obstructive jaundice. Therefore, this method 
might be useful for the differential diag- 
nosis of prolonged jaundice. 

H. B. EtsENstapt 


BOOK REVIEWS FOR GASTROENTEROLOGISTS 


THE CHEMISTRY AND BIOLOGY OF PURINES—CIBA FOUNDATION SYMPO- 
SIUM: G. E. W. Wolstenholme, O.B-E., M.A., M.B., B.Ch. and Cecilia M. O’Connor, 
B.Se.—Editors for the Ciba Foundation. 327 pages, graphs and tables. Little, Brown 
and Company, Boston, Mass., 1957. Price $9.00. 


Recent advances in the biosynthesis of 
nucleic acid in the enzymology of purines 
and their complex derivatives, the discovery 
of Vitamin B,, and its purine con 
analogues can be added to the trypanoci 
and antitumor activity of puromycin and 
possible use of ademine and its esters in 


“Chemistry and Biology of Purines” espe- 
cially interesting. 


NOMINA ANATOMICA: Prof. Dr. Fr. Kopsch. Edited by Prof. Dr. K. H. Knese, Kiel. 
Fifth Edition. Corresponding with the Basle, Jena and Paris nomenclature. 155 
pages, paper covers. Georg Thieme Verlag, Stuttgart, Germany, 1957. Price $1.55. 


This book contains a system of anatom- 
ical expressions in Latin, arranged in three 
columns, showing the variations in spelling 
between the Basle, Jena and Parisian 


nomenclature. 
It is a good reference work for anato- 
mists. 


THE STORY OF PEPTIC ULCER: Richard D. Tonkin, M.D., F.R.C.P., Westminster 
Hospital, London, England. Characterized by: Raymond Keith Hellier, F.R.S.A. 71 
pages illustrated in black and color. W. B. Saunders Company, Philadelphia, Pa., 


1957. Price $2.25. 


Among all the written and spoken words 
dealing with ulcers of the stomach and 
duodenum, Dr. Tonkin’s humorous and 
sketchy description should be read by the 


laity as well as the physician. 
It is recommended as a worthwhile book- 
let for the physician’s reception room. 


METHODOLOGY OF THE STUDY OF AGEING—CIBA FOUNDATION—VOLUME 
3: G. E. W. Wolstenholme, O.B.E., M.A., M.B., B.Ch. and Cecilia M. O’Connor, B.Sc., 
Editors for Ciba Foundatien. 202 pages, 47 illustrations. Little, Brown and Company, 


Boston, Mass., 1957. Price $6.50. 


The two earlier studies dealing with 
“General Aspects of Ageing and hgeing in 
Transient Tissues”, dealt with laboratory 
and clinical investigations relative to the 
problem of geriatrics. The present volume 
is a continuation of the above series and 


from the contents of the book, one is im- 
pressed with the tremendous amount of 
work done on ageing. 

All physicians, welfare department heads 
and social service workers should find these 
excellent symposia of value. 


A GROUP OF PAPERS ON MEDICAL WRITING: Second Printing. 64 pages in two 
columns. Sent complimentary to members of the American Medical Writers Associa- 
tion. Published by Parke, Davis and Company, Detroit, Mich., 1957. 


Glancing through the table of contents, 
one is impressed with the various ys 


discussed on how to write a good medical 
paper. 


It is through the untiring efforts of 
Harold Swanberg, M.D., Secretary of the 
American Medical Writers Association, that 
this booklet came into existence. 


vascular disorders. This adds greatly to our 
knowledge of these complex substances. 

Biologists interested in cancer research 

and genetics will find this volume on the 

656 


BOOK REVIEWS 657 


SECRETORY STUDIES OF THE PANCREAS (SEKRETIONSSTUDIEN AM PAN- 
KREAS): Priv. Doz. Dr. V. Becker, Kiel. 119 pages, paper covers, illustrated. Georg 
Thieme Verlag, Stuttgart, Germany, 1957. Price $5.60. 


This is an experimental and clinical study 
of the secretory mechanism of the pancreas. 
Researchers and biochemists will find 
Becker’s studies of value in their work. 


The illustrations and printi: z are excel- 
lent. A name and cross index complete the 
monograph. 


HORMONES IN BLOOD—CIBA FOUNDATION COLLOQUIA ON ENDOCRINOL- 
OGY—VOLUME XI: G. E. W. Wolstenholme, O.B.E., M.A., M.B., B.Ch. and Elaine 
C. P. Miller, A.H.-W.C., A.R.I.C., Editor for the Ciba Foundation. 416 pages, 74 
illustrations. Little, Brown & Company, Boston, Mass., 1957. Price $9.00. 


This is a most interesting and _ timely 
volume dealing with hormones in the blood 
as presented in London, England by a se- 
lected group of international experts on 
endocrinology. The two major themes were: 
“How are hormones transported in the 
blood and how hormone levels are meas- 
ured in the blood”. 


All physicians are urged to read _ this 
most interesting and instructive monograph 
in order to better understand the role 
played by the hormones in relation to 
human welfare. 

An author's and cross index complete the 
text. 


THE PHYSIOLOGY OF GASTRIC DIGESTION: A. H. James, D.M. (Oxon), M.D. 
(Toronto), B.Ch., M.R.C.P., Senior Lecturer in Medicine, Welsh National School of 
Medicine and Deputy Director of the Medical Unit, Cardiff Royal Infirmary. 192 
pages, illustrated. Edward Arnold Ltd., London, England, 1957. (The Williams & 
Wilkins Co., Balto., exclusive U.S. agents). Price $7.00. 


This is a highly scientific elucidation on 
gastric secretion studies from the physiolog- 
ical standpoint written by a clinician. 

Gastroenterologists will find useful and 
instructive information relative to gastric 


NIERENKRANKHEITEN—PHYSIOLOGIE, 


function, gastric mucosa and the formation 

of digestive juices and their action upon 

ingested food. There are 54 illustrations 

which greatly add to the value of the text. 
It is recommended highly. 


PATHOPHYSIOLOGIE, KLINIK UND 


THERAPIE: Hans Sarre, Dr. Med. 0.0. Professor der Inneren Medizin, Direktor 
der Medizinischen Universitats-Poliklinik Freiburg/Br. 540 pages, illustrated. Georg 
Thieme Verlag, Stuttgart, Germany, 1958. Price $14.05. 


The author dedicated this highly scien- 
tific volume to Prof. Franz Volhard, who 
was a well known internist and clinician, 
especially interested ir kidney diseases. 

Page 213 of Chapter XXII, deals with 
renal osteopathy and other calcium disturb- 
ances, such as primary hyperparathyroid- 
ism, renal diabetes, phosphate diabetes and 


EISEN, KUPFER UND EIWEISS AM 


the Fanconi-Syndrome. 

Physicians who read German should not 
fail to read and reread this book. 

The reviewer found this highly scientific 
monograph very interesting and recom- 
mends early translation into several lan- 


guages. 


BEISPIEL DER LEBERKRANKHEITEN: 


Priv.-Doz. Dr. J. Lange, Bonn with foreword by Prof. Dr. P. Martini, Bonn. 39 pages, 
30 illustrations in color and black and white. Georg Thieme Verlag, Stuttgart, Ger- 


many, 1958. Price $3.20. 


This is a monograph dealing with studies 
relative to iron and copper content of the 
liver in hemochromatosis and hepatocere- 


bral degeneration. 
The author and his co-workers describe 
the normal copper content and its relation 
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to serum albumin, serum iron and copper ing study and clinicians and biochemists 
in liver and gallbladder disease, jaundice will find it a useful addition to medical 
and other liver pathology. It is an interest- literature. 


PRIMARY CANCER OF THE LIVER AND THE BILE DUCTS. (CANCER PRIMITIF 
DU FOIE ET DES VOIES BILIAIRES): Fred C. Roulet, R. Camain, Mlle. E. 
LeBreton, R. Fauvert, L. Hartmann, J. P. Benhamou, L. Orcel, J. Feroldi, E. H. Betz 
and Y. Le Gal. 248 pages, 90 figures. Masson and Cie, Paris, France, 1958. Price 
3,600 fr. 


This volume represents the most impor- mors is written by R. Fauvert, L. Hartmann 
tant papers read at the 5th meeting of the and E. LeBreton. Cancer of the biliary 
Société Anatomique (Congrés des Anatomo- ducts is discussed by L. Orcel, the cance1 
pathologistes de Langue Francaise ). of the ampulla of Vater by J. Feroldi. The 

The primary cancer of the liver and the etiology is by Betz, and an article by Y. 
bile ducts has been the subject of these Le Gal discusses hepatic and pancreatic 
larger studies of recent years. The papers lesions in primary cancer. 
include not only studies of the cells and the The book is written in French. It has an 
structure of the tissues, but also the biolog- excellent bibliography. The reproductions 
ical changes involved. There is a chapter are clear. The American literature has thor- 
on pathological anatomy by F. C. Roulet, ough coverage. The book will be of interest 
another on etiology by R. Camain. A most to gastroenterologists and surgeons, as it 
interesting chapter by E. LeBreton, deals describes a field which is of the greatest 
with the experimental production of hepa- importance in these days. 


tomas in the rat. The biology of these tu- 


DIAGNOSTIC MEDICAL PARASITOLOGY: Edward K. Markell, Ph.D., M.D., Assist- 
ant Professor of Infectious Diseases, Division of Parasitology and Tropic Diseases, 
Department of Infectious Dieases, School of Medicine, University of California, Los 
Angeles, and Marietta Voge, M.A., Ph.D., Assistant Professor of Infectious Diseases, 
Division of Parasitology and Tropic Diseases, Department of Infectious Diseases, 
School of Medicine, University of California, Los Angeles. 276 pages, 115 figures, 
including 5 in color, with a foreword by John F. Kessel, M.D. W. B. Saunders Com- 
pany, Philadelphia, Pa., 1958. Price $7.00. 


Many books have been written dealing depict the subject discussed. 
with parasitic infestation of the human This book presents the essential facts 
body. “Diagnostic Medical Parasitology”, needed by the medical student and the 
by Markell and Voge is an innovation be- laboratory technologist, and is recom- 
cause of the clear and concise descriptions mended highly. 


and the many beautiful illustrations which 


CURRENT SURGICAL MANAGEMENT—A BOOK OF ALTERNATIVE VIEW- 
POINTS ON CONTROVERSIAL SURGICAL PROBLEMS: Editors: John H. Mul- 
holland, M.D., Editor-in-Chief, New York University College of Medicine; Edwin H. 
Ellison, M.D., Ohio State University College of Medicine; Stanley R. Frieser, M.D., 
University of Kansas Medical Center. With contributions by 76 American authorities. 
494 pages, illustrated, W. B. Saunders Company, Philadelphia, Pa., 1957. Price $10.00. 


Quoting from the preface the reviewer is ies and accomplishments have changed all 
pleased with the statement “that in writings this, and even a well trained surgeon will 
on surgery in the beginning of this century be confronted with problems which accord- 
it was possible to lay down rules of conduct ing to earlier training, do not meet the 
to meet most situations, so that the sur- situation. 
geon had only to do what the book said The 76 authorities, many of whom are 


should be done—”, however, new discover- personally known to the reviewer and who 
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contributed to this volume have given their All surgical interns, residents and sur- 
views and experiences as to what is best in geons will find “Current Surgical Manage- 
a given case. ment” a valuable addition to their library. 


THE INCURABLE WOUND-—-AND FURTHER NARRATIVES OF MEDICAL DE- 
TECTION: Berton Roueche. 177 pages, Little Brown and Company, Boston, Mass., 
1957. Price $3.50. 


Mr. Roueché has written a book which Other interesting stories are of the man who 
the doctor will find quite interesting as it worked in a dry-cleaning establishment and 
describes various unknown facts which developed carbon-tetrachloride poisoning, 
come to the author's attention as a reporter. or the extraordinary case of aspirin, the 
Among some of the stories, one about the poison control desk in New York City’s 
bat which spreads rabies, was the vampire Health Department, and the use of corti- 
bat of Latin America. Now it is known that sone and ACTH. 
rabid bats have been found in 16 states, The reviewer enjoyed reading the book 
and health officials are concerned about the and recommends it highly to the over- 
possibility that bats may also be carriers, worked physician, who undoubtedly will 
like Typhoid Mary, of the dreadful virus. find it interesting and instructive. — 


HEPATITIS FRONTIERS—HENRY FORD HOSPITAL—INTERNATIONAL SYM- 
POSIUM: Editors—Frank W. Hartman, M.D., Medical Research Adviser, Director 
of Professional Services, Office of the Surgeon General, U.S.A.F., Washington, D. C., 
formerly Director of Laboratories, Henry Ford Hospital, Gerald A. LoGrippo, M.D., 
Associate-in-Charge, Division of Microbiology, Department of Laboratories, Henry 
Ford Hospital, John C. Mateer, M.D., Physician-in-Chief, Department of Medicine, 
Henry Ford Hospital and James Barron, M.D., Associate Surgeon, Division of Gen- 
eral Surgery, Henry Ford Hospital. 595 pages, illustrated. Little, Brown and Com- 
pany, Boston, Mass., 1957. Price $12.50. 


With the array of talent contributing to little difficult. Nonetheless, the reviewer 
this extensive symposium on hepatitis, the recommends reading those parts of the 
reader will find many new and interesting book which may be of help to him at some 
facts which may be of diagnostic and ther- time in the future. 
apeutic value in his practice. A physician, The editors, contributors and publisher 
who is reluctant to read medical literature have spared no effort in bringing out this 
dealing with a specialized subject, may find volume on “Hepatitis Frontiers”. 


at times that keeping up his interest is a 


NONCONGENITAL AFFECTIONS OF THE ANUS AND RECTUM IN CHILDREN. 
(AFFECTIONS NON CONGENITALES DE L’ANUS ET DU RECTUM CHEZ 
L’ENFANT): Jean Duhamel. Introduction by Robert Debre. 264 pages, 110 illustra- 
tions. Masson & Cie., Paris, France, 1958. Price 3,600 fr. 


The author’s book is based on the large tology, urology, biology and neuropsychi- 
number of cases of the Hépital des Enfants atry. In effect, we cannot neglect the neuro- 
Malades at Paris. It is therefore able to psychiatric factor in the study of conditions 
give an impressive study of the diseases of like constipation or colitis ulcerosa”. The 
the anus and rectum in children. This book author points out the differences between 
is a collection of clinical facts. The author the conditions in adults and children as 
studies these problems, which are generally scen in hemorrhoids or fissures. The 
not well known to the pediatrician, from treatment used in adults cannot be always 
the point of view of a gastroenterologist applied in children. New ideas are dis- 
and a proctologist. Robert Debré in his cussed concerning hemorrhoids in children, 
introduction remarks: “Proctology is in this the role of infection of Morgagni crypts, 
book considered in connection with other in the development of fistulas, abscesses 


specialties such as gastroenterology, derma- and fissures. Practical suggestions for endo- 
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scopy of anus and rectum are given and 
will be appreciated by all readers of the 
book. Therapeutic problems, especially in 
rectal prolapse and polyps, are discussed. 
Each chapter is preceded by a summary, 
which facilitates the use of the book. There 


is an extensive bibliography. This book can 
be highly recommended to pediatricians, 
general practitioners, gastroenterologists 
and proctologists. The illustrations are good, 
the text is in French. 


DISEASES OF THE ESOPHAGUS: J. Terracol, Professor of Medicine of Montpellier, 
France and Richard H. Sweet, M.D., Associate Clinical Professor of Surgery, Harvard 
University Medical School. 682 pages, profusely illustrated. W. B. Saunders Com- 


pany, Philadelphia, Pa., 1958. Price $20.00. 


A most comprehensive volume on dis- 
eases of the esophagus, diagnosis, medical 
and surgical treatment. 

The original treatises appeared in French 
and the present edition in English with 
revisions and up to the minute advances in 
this field was completed by Dr. Sweet. 

There are 29 chapters, an appendix with 
diets and tube feedings, extensive bibliog- 


raphy and index complete the text. 

Page 397, esophageal substitution by va- 
rious methods, using the stomach, jejunum, 
colon and plastic tubes (the latter by 
Heimlich et al), plus irradiation therapy 
and the use of the revolving chair, should 
be read by surgeons and radiotherapists. 

This monograph is a valuable asset to 
the physician’s library. 


ROMACH ULCER THERAPY 


Has a Wonderful Record 


Romach tablets are the first choice of thousands of physicians for fast symptomatic 


relief and ultimate healing of gastric and duodenal ulcers. 


Clinical reports' shows the following: 
81% roentgenographic healing 
92% pain relief without analgesics 
93% weight gains averaging 7.9 Ib. 


va 100% negative benzidine test for occult blood 
noe 


= In another study” there was a satisfactory response to Romach in 90% of cases. 


ROR CHEMICAL CO., 2268 First Ave., New York 35, N. Y. 


TAmerican Journal of 
Gastroenterology 


28:439, 1957. 
2British Medical Jourual 


Professional samples, 
complete formula 
and literature 
request. 


ROR CHEMICAL CO. 
2268 First Ave., New York 35, N. Y. 


Please send me without obligation professional sample, and 
literature on Romach tablets. 


| 
2:827, 1955. 


Functional and Organic Control 


of 


Gastrointestinal 
Irritability and Tension 


MONODRAL 
“"MEBARAL 


TABLETS 
Prien! ANTISECRETORY ANTICHOLINERGIC SEDATIVE 


Each tablet contains 


Monodral bromide 5 mg. 
Mebaral 32 mg. 


Dependable control of hyperacidity and 
hypermotility. Spasmolysis. Prompt 


prolonged pain relief and tranquillity 


Peptic ulcer, 1 or 2 tablets three or four 
times daily. Other gastrointestinal dis 
orders, | tablet three or four times daily 


Bottles of 100 tablets 


For unsurpassed results in PEPTIC ULCER 
prescribe Monodral wits Mebaral in conjunction 
with 


ALUMINUM 
HYDROXIDE GEL 


@ Fast Acting Reactive Gel Creamalin liquid — 8 and 16 fl. oz. 
@ Protective Coating Creamalin tablets — bottles of 50 and 200. 
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predicting ready professional acceptance 
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= FOUGERA ~ E. FOUGERA & COMPANY,.INC +H ville, Long Island, New York 


cholecystographic agent 


ORABILEX 


maximal visualization with minimal disadvantages 


to patient and physician 
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throughout the practice of medicine... 


anxiety 


either alone or complicating physical illness 


General Pediatric Psychiatry ¢ Metabolié Disorders 
The Neuroses : Neurology Neuromuscular Disorders 

General, Surgery . Gastroenterology i Ob. & Gyn. 
Cardiology 4 Allergy 


Philadelphia 1,*Pa 


Meprobamate, Wyeth 


relieves tansion—mental/l and muscular 


3 
\ 
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me 
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in all 
(liarrheas 


regartless of 
tiology 


MERCK SHARP & DOHME 


DIVISION OF MERCK & CO., Inc., PHILADELPHIA 1, PA. 


Cremomycin is a trademark of Merck & Co., Inc. 
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in the management of the 
“symptom-complex”’ 


constipation e difficult-to-pass stools 


e@ infrequent defecation due to 
inadequate peristalsis 
inadequate bulk 


© or a combination of these symptoms 


for soft, easy-to-pass stools 


Colace 


Dioctyl sodium sulfosuccinate, Mead Johnson 


for predictable, yet gentle peristaisis 


Peri-Colace” 


Dioctyl sodium sulfosuccinate and anthraquinone 
derivatives from cascara, Mead Johnson 


to provide bulk in the intestine...not in the stomach" 


Celginace 


Calcium and sodium alginates and dioctyl sodium 
sulfosuccinate, Mead Johnson 


fr 
tablets (e| granules H 


Celginace provides smooth, nonirritating ‘hydrasorbent’ bulk 
in the intestine, not in the stomach. Thus it gives bulk where 
bulk is needed...and avoids excessive gastric fullness and de- 
pression of appetite. And because of superior water absorption 
and retention, Celginace provides an effective bulk in a dosage 
of only one to three tablets daily. 


new / 
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Mead Johnson 


Symbol of service in medicine 


a comprehensive approach to the relief of constipation 


Combinace 


Caleium and sodium alginates, dioctyl sodium sulfosuccinate 
and anthraquinone derivatives from cascara, Mead Johnson 


f As a service to you in 
| instructing patients, 
tablets granules “Adele 
Constipation” leaflets 
are available. 
When the patient presents a complex of symptoms, and com- 
bined therapy is indicated, Combinace provides (1) smooth, non- * Standardized 
irritating, ‘hydrasorbent’ bulk of alginates, (2) the predictable, a me of 
yet gentle peristaltic stimulation of Peristim* (3) the moisten- derivatives from 
ing action of Colace. cascara sagrada, 
Mead Johnson 


1. M.G., and Jerzy 
Gla G. 8.: Gastroen- 


terology 24: 385-393 (May. 
Aug.) 1953. 
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Specially designed and produced for 
The American Journal of Gastroenter- 
ology, this file will keep one volume, or 
six issues, clean, orderly and readily ac- 
cessible. Picture this distinctive, sturdy 
Volume File on your book shelf. Its rich 
green Kivar cover looks and feels like 
leather, and the 16-carat gold leaf hot- 
embossed lettering makes it a fit com- 
panion for your finest bindings. 


The Volume File is reasonably priced, 
in spite of its costly appearance. It is 
sent postpaid, carefully packed, for $2.50 
each. Most subscribers will find it more 
convenient and economical to order 3 
$7.00 or 6 $13.00. It is 
available for reprints. When ordering 


for for also 
indicate approximate size desired. Satis- 
faction guaranteed. For prompt ship- 
ment, order direct from the: 


AMERICAN JOURNAL OF GASTROENTEROLOGY 
33 WEST 60TH ST., NEW YORK 23, N. Y. 
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FAST-ACTING ORAL BROAD-SPECTRUM THERAPY. 


The modern blue and yellow ACHROMYCIN V Capsules, combining equal parts of pure crystalline 
ACHROMYCIN Tetracycline HCI and Citric Acid, provide unsurpassed oral broad-spectrum therapy 


Speed of absorption adds new emphasis to the benefits of true broad-spectrum action, minimum side effects 
and wide range effectiveness that have established ACHROMYCIN as an antibiotic of choice for decisive 
control of infection. 


REMEMBER THE V WHEN SPECIFYING ACHROMYCIN V. 


New biue and yellow capsules (sodium-free)—250 mg. with 250 mg. citric acid, and 100 mg., with 100 mg. 
citric acid. 


ACHROMYCIN V dosage: Recommended basic oral dosage is 6-7 mg. per |b. body weight per day. In 
acute, severe infections often encountered in infants and children, the dose should be 12 mg. per Ib. body 
weight per day. Dosage in the average adult should be 1 Gm. divided into four 250 mg. doses. 


ACHROMYCIN'V 


LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY C Leterie 
*Reg. U.S. Pat. Off Pearl River, New York 
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Clinical Reports 
continue to confirm 
the efficacy of 


Milpath 


®Miltown + anticholinergic. 


in the management of 
G.I. dysfunction 


INDICATIONS: duodenal and gastric ulcer * colitis 

* spastic and irritable colon * gastric hypermotility * gastritis * esophageal spasm 
intestinal colic * functional diarrhea * G. I. symptoms of anxiety states. 
FORMULA: ‘tach scored tablet contains: meprobamate 400 mg., tridihexethy! iodide 25 mg. 


DOSAGE: | tablet t.i.d. with meals and 2 tablets at bedtime. 


Ohio 


California 


Idaho 


Illinois 


Missouri 


North 


Carolina 


Indiana 


Oregon 


Florida 


Michigan 


1 gastritis, 1 spastic enteroco- 
litis, 2 spastic duodenitis, 1 
duodenal ulcer, 1 G.I. symp- 
toms of anxiety state, 1 gastric 
ulcer, 1 duodenal ulcer with 
pinpoint perforation-chronic, 1 
cardiac neurosis with G.I. 
symptoms. 


7 G.I. symptoms of anxiety 
tates, 4 duodenal ulcer, 2 spas- 
tic colon, 1 colitis-catarrhal, 1 
diverticulosis. 


3 G.I. symptoms of anxiety 
States, 1 duodenal ulcer. 


1 gastro-enteritis of late preg- 
nancy, | gastritis of late preg- 
nancy, 1 chronic duodenal ul- 
cer, 1 functional upper G.I. 
tract disease, 1 chronic gastro- 
duodei, 


2 hyperacidity, 3 peptic ulcer. 


Pylorospasm. 


10 pylorospasm, 2 duodenal ul- 
cer, | possible Ca. of G.I. tract, 
1 G.l. symptoms of anxiety, 1 
gastritis—( alcoholic ). 


1 gastritis, 1 peptic ulcer (bleed- 
ing), 1 duodenal ulcer with 
gastritis, 1 duodenal ulcer, 1 
psychoneurotic with 

complications, insomnia. 


gastric 


3 gastritis, 2 spastic colitis, 
3 G.I. symptoms of anxiety 
States, 1 healing duodenal ul- 
cer, 1 herniation of pyloric 
mucosae. 


3 duodenal ulcer, 2 hypertro- 
phic gastritis, 2 functional en- 
terocolitis, 2 vomiting of preg- 
nancy, 1 cardiospasm, meno- 
pausal syndrome. 


1 spastic colitis, 2 gastrointes- 
tinal spasm, 1 colitis and diver- 
ticulitis, 1 duodenitis, 2 peptic 
ulcer, 2 duodenal ulcer, 1 gas- 
tric ulcer. 


Marked 
improvement (9) 


Much 
improvement (1) 
Marked 
improvement (9) 
Slight 
improvement (4) 
Variable (1) 


Marked 
improvement (3) 
Slight 
improvement (1) 


Marked 
improvement (5) 


Marked 
improvement (5) 


Marked 
improvement 


Marked 
improvement (11) 
Slight 
improvement (4) 


Marked 
improvement (5) 


Marked 
improvement (9) 
Slight 
improvement (1) 


Marked 
improvement (8) 
No 
improvement (2) 


Marked 
improvement (8) 
Steady 
improvement (1) 
Slight 
improvement (1) 


None (7) 
Drowsiness (1) 
Initial 
drowsiness (1) 


None (11) 
No answer (2) 
“Floating 
sensation” (1) 
Transient 
“lightheaded” 
feeling (1) 


None (4) 


None (2) 
None of 
significance (2) 
Minimal 
drowsiness (1) 


None (5) 


None (14) 
Nausea (1) 


None (3) 
Drowsiness (2) 


No side 
effects (6) 
Drowsiness (4) 


No side 
effects (9) 
Epigastric 
burning (1) 


None (6) 
Some Dryness 
of Mouth (2) 
Drowsiness (2) 


4—excellent results, 1—good, 1—fine, 
1-6 weeks’ x-ray showed G.I. crater 
filled in and asymptomatic; tension dis- 
appeared, 1—symptoms completely am- 
eliorated. 1—complete relief; on Mil- 
path since the day it came out. 


1—improvement over previous treat- 
ment, 2—well pleased, 1—was striking, 
1—quite satisfied, 1—good, 1—was 
grateful, 1—better than any previous 
regimen, 1—indefinite, 2—very satisfac- 
tory, 1—undecided, 1—excellent, 1- 
“patient as well as myself was much 
impressed,” 1—‘““Milpath therapy 
should be continued inasmuch as he 
has had ailment so long.” 


1—good, 3—satisfactory (1—continuing 
on decreasing dosage). 


3—very effective, 1—believed to be of 
significant merit for upper G.1. distress 
of late pregnancy, 1—most effective 
medication used to date. 


2—excellent, 2—very good auxiliary 
treatment; 1—“of great importance in 
treatment of peptic ulcer.” 


Effective G.I. antispasmodic. 


12—very effective, 1—fairly good, 1— 
improved patient's condition, but did 
not solve the basic problem, 1—nausea 
(anomalous reaction). 


1—excellent; patient has been feeling 
wonderful. 1—wonderful attitude on 
part of patient toward business life. 
1—good, 2—excellent. 


9—very beneficial, 1 
ment. 


some improve- 


5 — excellent, 1 no success, 3 — very 
good, 1—inconclusive. 


8—marked subjective and objective im- 
provement, 1—encouraging improve- 
ment .. . patient has refused opera- 
tion, so we are depending on this treat- 
ment, 1—steady improvement. Now on 
lower dosage and getting along well. 


These evaluations are summary conclusions drawn from the continuing program of clinical 
research on Milpath in private practice. 
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relief for localized or generalized G.I. disorders 


“...the most effective available 


colonic anticholinergic drug. 


TABLET 


plain or with phenobarbital 
For the lon 


‘..-relieves or reduces diarrhea, distention 
and pain in many patients with functional 
and organic colon disorders.”? 


CANTIL (plain)—each scored tablet contains 25 mg. 
of CANTIL. Bottles of 100 yellow compressed tab- 
lets. CANTIL with Phenobarbital — each scored tablet 
contains 25 mg. of CANTIL and 16 mg. of pheno- 
barbital (warning: may be habit forming). Bottles 
of 100 cocoa-brown compressed tablets. CANTIL is 
the only brand of the postganglionic parasympa- 
thetic inhibitor N-methyl]-3-piperidyl-diphenylgly- 
colate methobromide. 


(i) Kleckner, M. S., Jr.: J. Louisiana M. Soc. 108:359, 


rapid, prolonged relief 
throughout the G.I. tract 


TABLET 


TRIDAL 


(DACTIL + PIPTAL in one tablet) 


A cholinolytic of choice? TRIDAL relieves 
pain and spasm, normalizes motility and 
secretion. It is rapidly and dramatically 
effective in pylorospasm, peptic ulcer, hiatus 
hernia, biliary dyskinesia, chronic pancre- 
atitis.3 

Each TRIDAL tablet contains 50 mg. of the visceral 
eutonic DACTIL® (the only brand of piperidolate 
hydrochloride) and 5 mg. of the anticholinergic 
PIPTAL® (the only brand of pipenzolate methyl- 
bromide). Bottles of 50 compressed, white tablets. 
CANTIL and TRIDAL are distinguished by unusual 
freedom from urinary retention, blurred vision, dry 
mouth.?~5 


(2) Riese, J. A.: Am. J. Gastroenterol. 28:541, 1957. 


(3) Settel, E.: J. Am. Geriatrics Soc. In press. (4) Jefferson, N. C., and Necheles, H.: J. Urol. 76:651, 1956. (5) Necheles, H., 
and Kirshen, M. M.: The Physiologic Basis of Gastrointestinal Therapy, New York, Grune & Stratton, Inc., 1957, p. 88. 
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Intravenous 
Cholangiography: 
a need fulfilled 


ee. .. the need for a contrast medium 
that would be of uniform and reliable 
visualization for all the ducts, 
especially in the patients having had 
cholecystectomy, was not met until 

the introduction of Cholografin.”? 


reliable method for rapid 
isualization of the biliary 


tract irrespective of whether or not 
the gallbladde r is present and 
independent of its ability to 


concentrate its contents.’’? 


Side reactions to Cholografin 
are less than those observed during an 


intravenous urographic examination,” 


for reliable, rapid intravenous cholangiography and cholecystography 


e the entire extrahepatic biliary system is visualized 
even in many postcholecystectomy patients 
and in the presence of a nonfunctioning gallbladder 


e the gallbladder is visualized, even if diseased, unless 
there is obstruction of the cystic duct 
e makes possible rapid diagnosis 


e@ well tolerated 


SUPPLY: SQUIBB 
Cholografin Sodium: 2 x 20 cc. ampuls, each with 1 cc. ampul New York 22, N. ¥ 
for sensitivity testing. CtNR 

Cholografin Methylglucamine: 20 cc. 2mpuls with 1 cc. ampul 
for sensitivity testing. oll 
1. Reeves, R. J.: Southern M. J. 50:1377 ( Nov.) 195 
2. Shehadi, W. H.: Am. J. Gastroenterol. 28:236 (Sept.) 1957 oquibh Quality 
3. Sachs, M. D.: J. Internat. Col. Surgeons 27:681 (June) 1957 the Priceless ingredient 
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in the management of duodenal ulcer 


safe, dependable acid control 


In the management of duodenal ulcer, Gelusil controls acidity safely— 
maintaining gastric pH within the normal range (3.5—5). Its demulcent 
action also helps promote healing of eroded tissue. Gelusil is nonconstipating, 
yet contains no laxative—a fact of particular importance in ulcer therapy. 


To protect the patient against nighttime acid pain, Gelusil-Lac provides 
the proven antacid action of Gelusil, plus the sustained buffering effect of 
specially prepared high protein (low fat) milk solids. 


GELUSIL 


Two tablets (or two teaspoonfuls of Gelusil Liquid) two hours 
after meals or whenever symptoms occur 


GELUSIL-LAC 


At bedtime, one heaping tablespoonful, stirred 
rapidly into one-half glass of water (provides 
the equivalent of 4 Gelusil tablets). Supplied 
in 20-dose bottles of 320 grams. 


WARNER -CHILCOTT 


